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Resumo 
 
 
A presente monografia propõe apresentar um departamento de Assuntos 
Regulamentares de uma Empresa Multinacional Farmacêutica bem como o 
papel do Profissional que nele trabalha. A experiência que deu origem a esta 
monografia foi realizada após a conclusão da parte curricular do Mestrado em 
Biomedicina Farmacêutica, e foi uma oportunidade de aplicar todos os 
conhecimentos previamente adquiridos e de desenvolver novas competências 
técnicas e pessoais. Após a contextualização deste documento, o primeiro 
capítulo desta monografia introduz o Profissional de Assuntos 
Regulamentares, descrevendo as suas principais atividades dentro da equipa. 
De seguida, apresentam-se as atividades desenvolvidas por estes 
profissionais descrevendo-se como interagem com as diferentes partes 
envolvidas. Após o enquadramento do profissional e das atividades 
desempenhadas, introduz-se a estrutura de um departamento de Assuntos 
Regulamentares moderno e analisa-se o seu impacto numa empresa 
farmacêutica.  
Os seguintes capítulos promovem uma visão mais pessoal, mostrando as 
principais atividades desenvolvidas durante esta experiência e como os 
conhecimentos adquiridos antes e durante a mesma influenciaram os 
resultados adquiridos.  
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abstract 
 
The present monograph intends to present a Regulatory Affairs department at a 
Multinational Pharmaceutical Company, as well as the role of the professionals 
working in that department. The experience which led to this monograph 
occurred after the conclusion of the curricular part of the Masters in 
Pharmaceutical Medicine, and was an opportunity to apply all the knowledge 
previously acquired and to develop new technical and personal skills. After the 
contextualisation of this document, the first chapter of this monograph introduce 
the Regulatory Affairs Professionals describing their principal responsibilities 
inside of the team. Following this, the principal activities developed by these 
professionals are described as well as how they interact with the different 
stakeholders. After framing the professional and the tasks developed, the 
structure of the modern Regulatory Affairs department is introduced and its 
impact on a Pharmaceutical Company is analysed.   
The following chapters promote a more personal view, showing the main 
activities developed during this professional experience and how the knowledge 
acquired prior and during it influenced the achieved results.   
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1. Introductory Chapter 
After finishing the curricular part of the Masters in Pharmaceutical Medicine, the students 
needed to choose where their first working experience would be. My personal choice was 
based in several factors and resulted in concluding that a Regulatory Affairs department 
would be the best place to start, considering my personal characteristics. It is by definition a 
very rigorous department because of the legislation that guides its work, where there is not 
much space to improvise and all the work is made according to very well defined rules and 
procedures. I found these characteristics very important to define myself as a professional 
from the beginning, so I took the opportunity and started my in-the-job experience as a 
Regulatory Affairs Professional in a Multinational Pharmaceutical Company, GSK-
GlaxoSmithKline.  
A Multinational Pharmaceutical Company is constituted by the central headquarters and 
different Local Operating Companies (LOCs). Usually within the Headquarters it is possible to 
find all global departments such as Regulatory Affairs, Medical Affairs, Research and 
Development, among others. Within the LOCs there are departments which are specialised in 
the particularities of the region where they are based on, or which they are responsible for. 
Each LOC has an independent leadership team which reports to the respective central 
department and each department within the LOC has a manager which reports either to the 
leadership team or to the central department. GlaxoSmithKline Portugal has departments for 
Medical Affairs, Regulatory Affairs, Quality Assurance, Marketing, Market Access and Finance. 
All of them communicate with each other and the Regulatory Affairs department plays a key 
role on this communication inside the LOC.  
Along this document, the Regulatory Affairs Professionals will be introduced, presenting their 
key roles and responsibilities not only inside the LOC, but also as professionals within the 
pharmaceutical company. After being aware of their main responsibilities, the tasks 
performed within the department will be presented and explained, as well as how those 
activities are changing and evolving. After this contextualisation of the professional and the 
department, a more personal view will be given by describing the activities developed during 
this professional experience and presenting a step-by-step view, representing the 
transformation process from being a student to becoming an actual Regulatory Affairs 
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Professional. To conclude, a critical appraisal will be done to this experience emphasising the 
difficulties faced during it and how they were surpassed with team work and constant 
cooperation.
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2. Key responsibilities of a Regulatory Affairs professional 
All products of a pharmaceutical company, such as pharmaceuticals, medical devices, health 
supplements and other products, are highly regulated.  Regulatory Affairs departments have 
the responsibility of guaranteeing that their companies comply with all regulations and 
legislations that are applicable to the Marketing Authorisation (MA) license approval and 
maintenance. This key department represents internally an interface among departments, 
from drug development, clinical research, manufacturing and quality control, until the 
effective marketing and vigilance. Externally, it is the link between the pharmaceutical 
company and a core stakeholder – the regulatory authorities. Transversal to all companies, 
Regulatory Affairs departments will have a role on product development from its beginning, 
since planning it will take into consideration not only the regulatory requirements and 
constraints but, mainly, the bigger opportunities for a successful launch. Complementing this, 
a Regulatory Affairs Professional will play a key role in the interaction with regulatory 
authorities, once they will take part on the preparation and organisation of scientific advisory 
boards with the authorities. Considering that the regulatory environment is in constant 
change and differs among markets, it is even more important the early involvement of this 
department in the R&D cycle of a determined product. A new reality arises, where Regulatory 
Affairs Departments introduce their knowledge and constant update to the teams, in order to 
assure the compliance with current regulations and legislation. 
In a multinational company, this work is associated with the Central/Head-Office Regulatory 
Affairs Department. The Regulatory Affairs Department in a Local Operating Companies has a 
more active role on later interventions, focusing mainly on tasks related to the submission of 
the Marketing Authorisation Application and its maintenance along the medicinal product 
lifecycle, through variations, risk management plan, risk minimisation activities such as 
revision of educational materials, and vigilance. It is also essential to nurture a close 
relationship between the Local Health Authority and the Local Operating Company in order to 
assure an easier communication, which is crucial in everyday work and vital in emergency 
cases where it is required a fast implementation of urgency safety measures, such as the 
approval in 24 hours of a Dear Health Care Professional Letter (DHCPL). 
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The role of Regulatory Affairs has been evolving over the last years. Nowadays, it is focused 
not only on its core regulatory activities, but particularly on how they will generate added 
value to the business (Figure 1).  
 
Figure 1 – Evolution of Regulatory Affairs Role1 
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3. Main activities developed in a Regulatory Affairs Department  
3.1. Stakeholders interfacing  
Regulatory Affairs department members have an active function on what concerns 
communication. It is expected that this department acts as the face of the company before 
external stakeholders, such as Regulatory Authorities and related associations – in the 
Portuguese case, Pharmaceutical Association, National Association of Pharmacies, Portuguese 
Association of Pharmaceutical Industry (APIFARMA), Association of Professionals from 
Pharmaceutical Regulation and Registries (APREFAR), among others. 
Regulatory Authorities are the entities which are responsible for the approval of several 
processes related to Regulatory Affairs core activities, such as Marketing Authorisation 
Applications (MAA) – for Mutual Recognition Procedure (MRP) and Decentralised Procedure 
(DCP) or National Procedure – MA variations and risk mitigation local actions, which include 
respective timing, definition of the due target, and approval of the National version of 
Educational Materials and DHCPL. Considering this, it is crucial to keep an open line of 
communication between the Regulatory Affairs department and the Authorities, assuring 
they can be consulted for advice at any time during the process. Along with this, and 
especially through associations such as APIFARMA and APREFAR, Regulatory Affairs 
departments have their opinion heard and share experiences, aiming to improve processes 
and align procedures. 
Internally, Regulatory Affairs department should maintain a close and frequent 
communication with other departments. It is the Regulatory Affairs department’s 
responsibility to assure that all company’s departments are informed in what concerns:  
1. New products, new indications or new dosages; 
2. MAA, and respective timelines for approval, as well as different scenarios (forecasted 
dates, expected product profile and Summary of Product Characteristics [SmPC], 
probability of approval, and so on); 
3. Risk/Benefit analysis and consequent Risk Management Plan; 
4. Risk minimisation measures that will impact market access and marketing strategies; 
5. Changes in the manufacturing chain; 
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6. MA commitments and Follow-up Measures (FUM); 
7. Regulatory strategy on marketed products, including market monitoring with 
information on competitors and generic applications and approvals; 
8. Provide strategic recommendations on regulatory issues inside the brand teams. 
Therefore, it is important to have Professionals with a deep knowledge of the actual 
regulatory environment, business perspective, good communication skills and great team 
players that are able to participate in the establishment of the company’s strategy. 
3.2. Core activities 
The core activities of a Regulatory Affairs department are mainly related to the Marketing 
Authorisation and its maintenance through product’s life cycle. 
Regulatory Affairs Professionals should coordinate the procedures for new Marketing 
Authorisation Applications, variations during the product life cycle and scheduled renewals. 
While doing this, these Professionals have to keep in mind the current legislation and 
regulations applicable to the concerned member state and Europe, as well as the applicable 
Company Standard Operating Procedures (SOPs), Guidelines and other procedures. The 
Regulatory Affairs Professional is also responsible for sharing product information with other 
company employees, either at the Local Operating Companies or at a Global level. This is 
particularly important for Costumer’s Service and other Services providing information of the 
medicinal products to external stakeholders. 
3.3. Priorities management 
The Regulatory Affairs activity is driven by deadlines, some of them really short. This reality 
demands that Regulatory Affairs Professionals are capable of adequately manage priorities. 
This is particularly evident on what concerns submitting product information for products 
approved by different procedures. A product approved by a national procedure will have a 
different priority from a European. Usually, LOCs are aware of the need to submit a variation 
long time before its submission, and that process along with the approval will have 
consequences only at a national scale. A Product approved by Mutual Recognition or 
Decentralised Procedure will have strict priority. The documentation needs to be submitted in 
all the Concerned Member States (CMS) at the same time, in agreement with the Reference 
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Member State (RMS). Thus, LOCs need to be perfectly aware of the timing of each submission 
and plan it rigorously. Almost on the top of the priorities management are the products 
approved by centralised procedures. The Committee for Medicinal Products for Human Use 
(CHMP) will issue an opinion in a monthly meeting. This meeting will end on a Thursday 
evening around close of business time which means that the report with the results of that 
meeting will just be presented by the end of that day or during the next day. In case of a 
positive opinion regarding a variation, LOCs will have until the end of the next working day 
after the report issuing to send their respective translations to Global Regulatory Affairs. 
Those translations will then be sent to the European Medicines Agency (EMA) and, ultimately, 
after approval, included in the European Public Assessment Report available at EMA’s 
website. Usually an “at-risk” version is sent previously so the LOC can start preparing the 
documents. Nevertheless, major changes can be agreed by the CHMP so this becomes a 
priority. On the top of the list, we can find Urgent Safety Measures (USM). Some USMs 
require action in a 24-hour period of time, representing LOC actions as the translation of a 
DHCPL and its discussion and approval by Regulatory Authorities, target definition, timing for 
distribution, and so on. USMs become a top priority, requiring a great sense of assertiveness 
and efficient communication to be able to fulfil the deadline. To assure that all tasks are 
performed in a timely manner, it is mandatory that the whole team has a good sense of 
urgency and that everyone is comfortable enough to work with the products that are 
responsibility of other colleagues, if needed.  
3.4. Emerging tasks 
Nowadays, a Regulatory Affairs department is not restricted to its core and known traditional 
activities. This department is the first to know about new products and indications, regulatory 
changes, and will be the interface inside the company transmitting this information to other 
departments such as Market Access or Commercial. For this reason, a Regulatory Affairs 
Professional is considered a part of the brand teams and are present in several decision 
points with their knowledge and expertise, which are required by the other colleagues aiming 
for the best decision. Table 1 summarily presents Regulatory Affairs Core activities and the 
new perspective, under which Regulatory Affairs Activities will also add value to the business.  
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 Table 1 – Regulatory Affairs Activities – Core activities and Business Added Value1 
Core activities Business Added Value 
 Licence Maintenance 
o MAA 
o Variations 
o Renewals 
o SmPC translations 
o … 
 Packaging Components Management  
o Artwork creation and revision 
 Regulatory Compliance 
o Guarantee that registered data correspond 
to the manufactured product 
 Special projects 
o Manufacturing transfers 
o Business/Company 
 Integration 
 Spin-off 
 Risk Management 
 Licenses 
 Regulatory requirements that will affect the 
approval & the post-marketing 
 Study design for reimbursement requirements 
 Scientific Advice 
 Product profile & future label 
o Draft SmPC discussion – product positioning vs 
existent or new competitors 
 Post license commitments 
 Regulatory Strategy aiming to achieve company 
objectives 
 Regulatory updates, chances of approval  
 Labelling changes with impact on the business 
 Competitor update 
 Promotional  materials & activities 
 Review & approval 
 Training 
 Sharing of information regarding new 
Products/indications; 
o Approval dates  
o Product Information (SmPC, PIL…) 
 Safety issues 
  
Another emerging task is related to knowledge acquisition. Regulatory Affairs Professionals 
are constantly being trained on the most up-to-date scientific findings, in order to fully 
understand the products which they are responsible for, and to understand and transmit the 
developments of the pipeline. With this training, Regulatory Affairs Professionals are able to 
become part of multidisciplinary teams and give their input on other areas of expertise 
besides Regulatory Affairs. 
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4. Modern Regulatory Affairs Department structure and organisation 
A Modern Regulatory Affairs Department at a Multinational Pharmaceutical Company may 
have different organisation but, usually, the Regulatory Affairs Professionals are distributed 
by therapeutic areas. This will promote a higher expertise of these professionals on what 
concerns those products and therapeutic areas, optimising counselling, partnerships and 
communications with internal and external stakeholders. 
Another characteristic of a modern Regulatory Affairs department at a multinational company 
is their organisation in silos, meaning that this department will have an international report. 
As a consequence of this new reality, the Regulatory Affairs function will require 
harmonisation and consistency. Job descriptions will be transversal, as well as the required 
job profiles. An easier sharing of experiences and exchange among professionals will 
correspond to an opportunity of growing, either to the professionals as to the whole 
department as a functional group. 
In a smaller company, it is expected that the Regulatory Affairs department has less resources 
and tends to be strictly focused on national products. All Regulatory Affairs Professionals 
need to have a deep knowledge of all the products of their companies. Considering that the 
work can be restricted to one country, it is harder to prepare and maintain the marketing 
authorisations since, for example, there is no feedback from different authorities, which 
usually results in a different awareness of the product and can result in faster awareness of 
potential risks that may eventually lead to safety variations.  
A multinational company represents an advantage because there are more key opinion 
leaders involved and a global regulatory affairs department will issue different strategies for 
different products considering countries feedbacks and needs. 
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5. Description of my Professional Experience in Regulatory Affairs 
In the next sections, I will present the tasks performed during my Professional experience in 
order to develop a strategy to become a Regulatory Affairs professional, including a 
theoretical introduction on each task and considering the need to incorporate previously 
acquired knowledge, in order to guarantee a good integration of the different skills 
demanded to become a top regulatory affairs professional.  
5.1. Professional Experience in Regulatory Affairs 
5.1.1. GlaxoSmithKline – A multinational Pharmaceutical Company 
The inclusion of this chapter aims to present the company where this experience took place 
and where the development of this project occurred. It is a company with a long history and 
very strong values that are determinant on the ways of working within the company. 
GSK presents itself as one of the 10 largest pharmaceutical companies in the world2. GSK 
headquarters are in the United Kingdom and it has offices in more than 115 countries, major 
research centres in the United Kingdom, United States of America, Spain, Belgium and China 
and an extensive manufacturing network comprising 87 sites globally.3 GSK’s activity focuses 
on three core businesses: Pharmaceuticals – with medicines in areas such as infectious 
diseases, cancer, epilepsy, heart disease, asthma and chronic obstructive pulmonary disease; 
Vaccines – with paediatric and adult vaccines to prevent infectious diseases such as HPV 
cancer, hepatitis A and B, diphtheria, tetanus and whooping cough, measles, mumps and 
rubella, polio, typhoid, influenza and bacterial meningitis; Consumer Healthcare – where GSK 
has a leading position in oral care, nutrition, total wellness and skin health.3 This well-
structured company is based on a solid structure of policies, codes of conduct, guidance and 
procedures resulting from years of experience, which allows recently graduated employees to 
begin their professional career in a controlled environment, where there are strict rules for 
working which will be an important part of their growing. 
5.1.1.1. Spirit and Values 
GSK spirit is based on the constant search for innovation and the opportunity to create access 
to GSK’s products, on achieving a great performance with integrity, on being a leader in 
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pharmaceuticals and consumer healthcare by working with professionals that deliver 
excellence by being the best that they can be.4 
GSK professionals’ everyday work is guided by the company values. This company is not 
interested only in great achievements, it is interested in achieving great things by acting with 
integrity, operating with transparency, demonstrating respect for people and remaining 
always patient-focused. 
5.1.1.2. Mission and Strategy 
GSK defines its mission as to “improve the quality of human life by enabling people to do 
more, feel better and live longer”.5  GSK business strategy is focused around the delivery of 
three strategic priorities which aim to increase growth, reduce risk and improve long-term 
financial performance – grow a diversified global business, deliver more products of value, 
and simplify the operating model.  
5.1.1.3. GSK in Portugal 
The history of GSK in Portugal started 
in 1948, the foundation year of 
Instituto Luso-Fármaco, a Portuguese 
company dedicated to development, 
manufacturing and marketing of 
pharmaceutical products which was 
for many years the biggest 
pharmaceutical company of 
Portuguese capital. In 1985 
SmithKline & French bought ILF and in 1991 SmithKline & French merged with Beecham in a 
company called SmithKline Beecham. In 1972, Glaxo entered in Portugal and in 1995 it 
merged with Wellcome in a company called GlaxoWellcome. In 2001, these two big 
pharmaceutical companies merged giving origin to GlaxoSmithKline one of the world’s leading 
research-based pharmaceutical and healthcare companies which employees nowadays more 
than 99 000 people in 120 countries.  
 
Figure 2 – GlaxoSmithKline Facilities in Portugal 
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5.1.2. Objectives defined at the beginning of the Experience 
In the beginning of every Professional experience, all collaborators should define the goals 
they want to see achieved by the end of that experience or within a defined timeline. As this 
experience represents a first Professional experience and may project to become a 
Regulatory Affairs professional, its main objective was defined as: to consolidate the 
knowledge acquired during the academic formation with a practical, Professional approach in 
a multinational company, focused in Regulatory Affairs.  
To be able to develop this project, different objectives were identified: 
 Develop the previously acquired knowledge on pharmaceutical Regulatory Affairs; 
 Know the procedures associated to Marketing Authorisation Application and 
Maintenance; 
 Understand the coordination between the authorities and the Marketing Application 
Holder (MAH); 
 Comprehend the coordinated work between Regulatory Affairs and Quality Assurance 
in order to assure the regulatory compliance between manufacturing, registry and 
commercialisation; 
 Understand the coordination of activities between the Global Office and a Local 
Company; 
 Recognise the structural organisation of a multinational pharmaceutical company and 
its particularities; 
The Beecham 
Group plc 
1991 
2001 
1995 
1906 1880 1891 1842 
Figure 3 – GlaxoSmithKline creation 
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 Develop soft skills such as organisational, priorities management, communication, 
time management, teamwork and autonomy skills. 
5.1.3. Marketing Authorisation Application  
 The future Marketing Application Holder will apply, based on scientifically relevant 
information, to health/medicines authorities so its medicinal product can be marketed. In the 
following sections several elements of this application will be discussed, going through the 
submitted documentation, the application procedures and the maintenance procedure of an 
authorisation. All these tasks and responsibilities are fundamental in the development of 
baseline practical competences which are crucial to achieve the goal of becoming a successful 
Regulatory Affairs professional. 
5.1.3.1. Common Technical Document  
The Common Technical Document (CTD) is a series of documents, organised in a specific pre-
determined way that compile all the information about the medicinal product that will 
become an integrant part of the Marketing Authorisation Application and will be updated 
through the lifecycle of the product. CTD was created as part of the International Conference 
on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human 
Use (ICH) harmonisation process in order to have the same organisation on the dossiers 
created by the all the applicants aiming to facilitate and hasten the preparation of the MAA.  
Previous to Notice to Applicants Volume 2B from 2001 in Eudralex, Volume 2, Pharmaceutical 
Legislation Notice to applicants and regulatory guidelines medicinal products for human use, 
according to the 1998 version of this document, CTD was organised in four parts. With the 
ICH evolution, Notice to Applicants also needed to change so in 2001 version CTD is presented 
as a 5 Module document, described in the sections below. A transition phase occurred with 
the applications in a mixed format to facilitate the implementation of the new format. The 
correspondence between parts is illustrated in Figure 4. These concepts and correspondence 
are still useful even more than a decade after the implementation of the new format 
considering the need of perform authorisations maintenance on products approved prior to 
2001. The CTD division in five modules aims to allow an easier access to the specificities of the 
medicinal product MAA. Figure 5 represents these 5 modules illustrated with examples of the 
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content of each one of this parts which will represent CTD. Next sections will briefly describe 
CTD Module content. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 4 – Correspondence between CTD format 1998 and 20016  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 5 – Diagrammatic Representation of the Organisation of the CTD with examples of Modules’ contents 
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Module 1 – Regional Administrative Information (specific Region requirements) 
This module is not considered an integrant part of the CTD since it is specific to each applying 
region. An example is the application form on a variation procedure, cover letters to 
authorities or the proposed SmPC, Patient Information Leaflet (PIL) and Labelling for use in 
that specific region. Its content and format are uniform but may have additional documents, 
as specified by the regulatory authorities of the concerned country/region. 
Module 2 – Summaries (Quality, Non-clinical and Clinical) 
This module should start by giving a general introduction to the medicinal product and must 
include its pharmacologic class, mode of action, and proposed clinical use.  
This module should contain seven sections organised as following:  
 Module 2.1 Common Technical Document Table of Contents (Module 2 – 5); 
 Module 2.2 Introduction  
 Module 2.3 Quality Overall Summary  
 Module 2.4 Nonclinical Overview  
 Module 2.5 Clinical Overview  
 Module 2.6 Nonclinical Summary  
 Module 2.7 Clinical Summary 
The summaries in the different sections should be detailed documents, based on facts that 
summarise the information contained in the application. Summaries are just facts, and 
therefore they should not be subject to interpretations. 
Module 3 – Quality (Pharmaceutical documentation) 
In this module it is included the quality part of the application documents. It comprises 
documentation based on chemical, pharmaceutical and biological characteristics that 
guarantee the quality of the medicinal product. 
This module should contain two sections organised as follows:  
 Module 3.1 Table of contents 
 Module 3.2 Body of Data 
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 Module 3.2.S Drug Substance – it contains information on manufacturing, 
characterisation, materials, container, and stability. 
 Module 3.2.P Drug Product – it includes the description and composition of the 
product, its pharmaceutical development and manufacturing, the control of drug 
product and excipients, materials, container, stability. 
Detailed information on the content of this module is provided by the ICH Guideline M4Q - 
The Common Technical Document for the Registration of Pharmaceuticals for Human Use: 
Quality – Quality Overall Summary of Module 2 / Module 3: Quality. 
Considering that some of the stability tests included on the original documentation need a 
long term study or can be updated to more actual tests, this section is frequently subject to 
updates. 
Module 4 – Non-clinical Study Reports 
This module contains the non-clinical documentation and is divided in three sections: 
 Module 4.1 Table of contents 
 Module 4.2 Study Reports – it includes reports of studies on pharmacology, 
pharmacokinetics and toxicology. 
 Module 4.3 Literature References 
Information on how this module content must be organised is described in the ICH Guideline 
M4S - The Common Technical Document for the Registration of Pharmaceuticals for Human 
Use: Safety – Nonclinical overview and nonclinical summaries of module 2 / Organisation of 
Module 4. 
 
Module 5 – Clinical Study Reports 
This module includes the reports of the performed clinical trials and is divided in four 
sections: 
 Module 5.1 Table of contents 
 Module 5.2 Tabular Listing of All Clinical Studies 
 Module 5.3 Clinical Study Reports – it contains study reports on Biopharmaceutical 
Studies; Studies Pertinent to Pharmacokinetics using Human Biomaterials; Human 
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Pharmacokinetic and Pharmacodynamic Studies; Efficacy and Safety Studies; Post-
Marketing Experience; Case Report Forms and Individual Patient Listings.  
 Module 5.4 Literature References 
The display of information on the CTD should be unambiguous and transparent, aiming to 
facilitate the review of the basic data and to help the reviewer to be more easily guided to the 
application contents.  
More details about the content of each section and subsection of the different modules and 
particularities on the format of the CTD content is specified in Eudralex Volume 2B – Notice to 
Applicants / Medicinal Products for Human Use / Presentation and format of the dossier.7   
Nevertheless, not all medicinal products have to present the CTD as complete as 
previously stated. A particular case of possible abbreviation of the CTD is when the MAA 
intends to obtain the authorisation of a generic or hybrid medicinal product when the 
reference medicinal product which is or has been authorised under Article 6 of Directive 
2001/83/EC Community code relating to medicinal products for human use - for not less 
than 8 years in a Member State or in the Union. According to Article 10 of Directive 
2001/83/EC, it is not mandatory that the applicant provide the results of pre-clinical tests 
and clinical trials, if it is able to demonstrate that the medicinal product is a 
generic/hybrid.  
CTD will also have particularities that are a condensed format of the brand medicine 
dossier. Those particularities will be referred next, with an explanation of the differences 
in each CTD module of a generic product. 
Module 1 of abbreviated CTD 
This module must have a summary of the evidence that demonstrate that the medicinal 
product is a generic of a reference medicinal product. That summary must include 
qualitative and quantitative composition of the active substance(s), its pharmaceutical 
form and safety/efficacy profile of the active substance(s) compared to the reference 
medicinal product, as well as details related to the bioavailability and bioequivalence, 
where necessary.8  
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When the reference medicinal has safety questions associated, it is mandatory to have an 
European Union (EU) risk management plan.8  
Module 2 of abbreviated CTD 
A generic medicinal product CTD must include quality overall summary, non-clinical 
overview and clinical overview.  
Non-clinical and clinical summaries are only mandatory when new additional studies were 
provided within the documentation in the next modules. Those non-clinical and clinical 
overviews should focus on the following topics8: 
 Summary of impurities present in batches of the active substance(s) along with 
decomposition products arising during storage, if it applies; 
 Bioequivalence studies or a justification why studies were not performed; 
 Update of published literature relevant to the substance; 
 Discussion of claims in the SmPC: claims not known from or inferred from the 
properties of the medicinal product and/or its therapeutic group should be discussed in 
the non-clinical/clinical overviews/summaries and substantiated by published literature 
and/or additional studies; 
 Additional safety/efficacy information should be provided when different salts, esters, 
ethers, isomers, mixtures of isomers, complexes or derivatives of the active substance 
of the reference medicinal product are used to confirm that characteristics of the 
generic are equal to those of the reference medicinal product. 
Module 3 of abbreviated CTD 
This module has to be submitted as complete as in the reference medicinal product.  
Module 4 and Module 5 of abbreviated CTD 
In a MAA for a generic product, it is not mandatory to provide the results of toxicological 
and pharmacological tests or the results of clinical trials – Module 4. Nevertheless, the 
results of the bioequivalence studies should be included.  
As in module 2, when different salts, esters, ethers, isomers, mixtures of isomers, 
complexes or derivatives of the active substance of the reference medicinal product are 
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used, additional information that will work as evidence that their safety and/or efficacy 
profile is not different from that of the reference medicinal product is obligatory. 
Aiming to clarify any outstanding points of the applications, applicants are stimulated to 
request a pre-submission meeting with the EMA around half a year after submission. 
5.1.3.2. Marketing Authorisation Procedures 
In what concerns a European MAA, four authorisation procedures co-exist: National 
Procedure, Mutual Recognition Procedure, Decentralised Procedure and Centralised 
Procedure. 
The decision on which procedure should be applied to obtain the MAA depends on the 
strategic plan of the sponsor, considering the marketing strategy across the European 
Union and other countries, such as those from the European Economic Area, since those 
countries adopted the European Union Principles on Medicinal Products (EUPMP), 
becoming an integrant part of the authorisation procedures. Despite this possible decision 
by the sponsor, some medicines have the obligation to have its marketing authorisation 
through centralised procedure as discussed on next points. 
In the next sections each procedure is discussed in detail along with the procedures 
adopted at a Local Operating Company as GSK Portugal for each situation.  
 
National Procedure  
The national procedure corresponds to the process required in order to obtain the MA in 
only one Member State (MS). The procedure follows the specific rules to apply for a MA of 
the regulatory authority of the MS in question, considering that there are specificities 
among different MS.  
Since in almost every case the sponsor’s strategy involves marketing in different MS, a 
European procedure is usually preferred, resulting in a significant decrease of National 
Procedure. Nevertheless, sometimes it can be the sponsor’s strategy to choose the 
National Procedure. This can happen when we are talking about small/local companies 
that want to launch in a restricted and well-known market; when the sponsor wants to try 
the market in one MS before applying to the Mutual Recognition Procedure; when the 
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product is needed only in a particular MS; before Mutual Recognition, when trying to 
understand potential issues that can arise during the European procedure; and to urge an 
overseas inspection in order to increase companies’ credibility.9  
How does a LOC act in Portugal 
In Portugal the submission of a marketing application through this procedure implicates the 
registry at an online platform and delivery of the CTD in hands at Direction for Medicines 
Evaluation Board – INFARMED, I.P. (DAM).  
During the process, the Portuguese Authority for Medicines and Healthcare Products 
(INFARMED) should send their comments to the submitted documents and/ask for 
clarification. The MAH should cooperate with INFARMED within the established times. If the 
process is not refused, when both parts agree fully with all the documentation, INFARMED 
will issue a letter informing that the documents were accepted and will create an entry for 
the product at its database – INFOMED – where will be published information like INN, name 
of the product, dosage, pharmaceutical form, MAH, date where authorisation was conceived, 
– Anatomical Therapeutic Chemical (ATC) classification, administration route, indication if 
therapeutic window is small, procedure number associated to that product as well as the 
SmPC and PIL. For products authorised through National Procedure in Portugal after 1999, 
the procedure number is constituted as AA/H/nnnn/sss where AA is the year of MAA, H 
indicates human use, nnnn is a sequential number for applications in that year and sss is an 
indicator of strength/pharmaceutical form. For example, to the products “UAtest, 200mg” 
and “UAtest, 500mg” the numbers could be 14/H/2456/001 and 14/H/2456/002 respectively. 
Every process of application has a specific form to build the procedure number. This number 
is particularly important for products authorised through national procedure since August 4th, 
2013, after which every variation submitted for those products will have a procedure number 
associated to the variation and to the product which includes the procedure number given at 
MAA. Products submitted before 1999 can have different structures on their procedure 
numbers.10 
Mutual Recognition Procedure 
It is applied when a product is already authorised in a MS by the National Procedure – 
according to legislation of that MS. This MS will be called the Reference Member State. The 
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applicant applies for approval in the MS of interest and this MS can agree to recognise that 
authorisation on its state as well. According to Chapter 2 of Eudralex’s Volume 2A on 
Procedures for Marketing Authorisation – Mutual Recognition, “a marketing authorisation or 
the assessment in one Member State (…) ought in principle to be recognised by the 
competent authorities of the other Member States (…), unless there are grounds for 
supposing that the authorisation of the medicinal product concerned may present a potential 
serious risk to public health.”11  
Mutual Recognition Procedure can be used more than once, when applying for authorisation 
of the same medicinal product in different MS. When the application is withdrawn, the MA 
holder can initiate a second procedure for those MS in a later phase of its marketing strategic 
plan. The information on the next paragraph applies both to Mutual Recognition and 
Decentralised Procedure.11 
Directive 2001/83/EC – Community code relating to medicinal products for human use – 
states that the concerning Member States have to approve during the mutual recognition 
procedure the following documents: assessment report, the summary of product 
characteristics, the package leaflet and the label. Particularities may be added to those 
documents according to the specificities and requirements of each member state if they are 
agreed with the sponsor. Labelling specificities and requirements such as the price applied to 
that medicine in that country and a bar code that includes the marketing application number 
(Portuguese case).  
 
Figure 6 – Mutual Recognition Procedure Steps 
How does a LOC act in Portugal 
In Portugal, the process associated to the national stage of an application through a non-
national procedure is described at the annex I mentioned at article no. 1 of Deliberation no. 
147/CD/2008 which is entitled “Regulation for attribution of registration numbers of 
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pharmaceutical forms related to Marketing Authorisations for human use medicines obtained 
by Mutual Recognition, Decentralised and Centralised procedures”.  
For Marketing Authorisation by MRP and DCP procedures, and according to the guidance 
“Best Practice Guide for Decentralised and Mutual Recognition procedures” from 
Coordination Group for Mutual Recognition and Decentralised Procedures - Human (CMDh), 
the MA applicant, after being notified by the RMS that the procedure is over, should submit 
to DAM-INFARMED the final translated texts from SmPC, PIL and Labelling Project within 5 
days along with the indication of what pharmaceutical presentations it is interested in 
obtaining the registration number. While translating these documents, in addition to the core 
information, it should also be taken into account the last version of Quality Review 
Documents (QRD) documents available at EMA’s website and Medical Dictionary for 
Regulatory Activities (MedDRA) dictionary to assure that submitted documents correspond 
accurately to those which were approved by RMS and the current guidelines.12  
When INFARMED has comments, these must be sent to the MAH within 30 days. When both 
parts agree, INFARMED will issue a letter informing that the documents were accepted and 
will proceed as in the National Procedure by creating an INFOMED’s entry. The procedure 
number associated to a medicinal product approved through mutual recognition procedure is 
built as CC/D/nnnn/sss where CC is a two letter code referencing to the Reference Member 
State, D will be H for human products and V for veterinary products, nnnn is the ‘Medicinal 
Product Number’ characterising the medicinal product and sss is the ‘Speciality Number’ 
characterising the strength and/or pharmaceutical form of a medicinal product.13 Hence, 
when we look at Table 2 to the information on Seretaide Diskus 100 µg/dose + 50 µg/dose it 
can be directly stated based on its procedure number that Sweden was the Reference 
member state for this procedure, it is a human medicinal product and has probably the 
lowest dosage between the products associated to this procedure since it sets 001 as last 
number. Seretaide Diskus 250 µg/dose + 50 µg/dose has the same procedure number ending 
in 002 and Seretaide Diskus 500 µg/dose + 50 µg/dose ending in 003. This organisation by 
strength is recurrent even though is not indicated at guidelines. 
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Table 2 – Information on Seretaide Diskus 100 µg/dose + 50 µg/dose 
 
Decentralised Procedure  
Decentralised Procedure results in the same as mutual recognition procedure – authorisation 
in several MS. The difference resides on the fact than when the procedure starts, the 
medicinal product is not yet authorised in any MS.  
The procedure will be similar to the presented in Figure 6, although the Reference Member 
State is chosen by the sponsor and – as the other MS – doesn’t have the marketing 
authorisation yet. The type of documents to be assessed is similar to those by Mutual 
Recognition, as well as the member state particularities imposed. RMS agency will undertake 
the assessment of the MAA while CMS are accompanying the process and commenting it on 
appropriate timings.  
 
Figure 7 – Decentralised Procedure Steps 
As represented in Figure 7, the RMS evaluation will correspond to the National Procedure. 
When completed, the clock stops so the CMS can give it/their opinion or commentaries. 
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Once the CMS agree, the national phase of the procedure will start individually on each MS 
as at the MRP.  
Role of an LOC in Portugal 
The procedure for a DCP product is the same as through MRP. The building of procedure 
number is also the same. 
Centralised Procedure 
The centralised procedure is a single unified procedure for the marketing authorisation of a 
medicine, based on clear criteria of quality and safety, allowing their commercialisation in all 
around Europe. It is adopted when the sponsor intends to have its medicinal product 
commercialised in every MS at the same time or if the medicine products fall into one of the 
following categories defined in Regulation (EC) No. 726/2004 of the European Parliament and 
of the Council: 
1. Medicinal products developed by means of one of the following biotechnological 
processes: recombinant DNA technology; controlled expression of genes coding for 
biologically active proteins in prokaryotes and eukaryotes including transformed 
mammalian cells; hybridoma and monoclonal antibody methods. 
2. Medicinal products for veterinary use intended primarily for use as performance 
enhancers in order to promote the growth of treated animals or to increase yields from 
treated animals. 
3. Medicinal products for human use containing a new active substance which, on the date of 
entry into force of this Regulation, was not authorised in the Community, for which the 
therapeutic indication is the treatment of any of the following diseases: acquired immune 
deficiency syndrome, cancer, neurodegenerative disorder, diabetes, auto-immune 
diseases and other immune dysfunctions, viral diseases.  
4. Medicinal products that are designated as orphan medicinal products pursuant to 
Regulation (EC) No. 141/2000. 
The creation of the centralised procedure hindered the process of introducing new drugs to 
broader markets in Europe, as each drug had to be thoroughly authorised by each member 
state, costing both time and money for all entities involved. While originally intended as an 
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optional alternative, the importance of the centralised procedure has been growing through 
the years, alongside the growth of the CHMP, the entity responsible for the evaluation of 
medicines’ applications.14  
The centralised procedure starts with a pre-submission, in which the intent of future 
application is presented to EMA at least seven months before the proper submission, 
alongside an estimate of the month of submission. Pre-submission meetings with EMA 
personnel can also be conducted. The pre-submission application must include information 
relevant to the product, such as a draft of its characteristics, a proposed invented name and a 
justification of the medicines eligibility for evaluation by the CHMP, under the centralised 
procedure. An EMA “Product Team” is then created, consisting of the Product Team Leader 
(PTL) and Product Team Members (PTM), responsible for handling the procedural aspects of 
the centralised procedure application, for both the pre-authorisation steps (procedural 
guidance and cooperation with the Rapporteur) and the post-authorisation phase. The PTL is 
the bridge between EMA, the Rapporteur and the applicant15. The evaluation of a request for 
a centralised procedure is conducted by a Rapporteur and a Co-rapporteur, both appointed 
by the CHMP, after receiving the application from the applicant and CTD. The Rapporteur, 
alongside with an experts team, must prepare and provide an assessment report to EMA. The 
Co-rapporteur must prepare a separate evaluation report or a critique of the Rapporteur’s 
report. The total evaluation period lasts a maximum of 210 days, during which there may be 
interplay between the Rapporteur and the applicant. After the 210 days, the CHMP members 
provide the committee’s opinion to EMA, who will then inform the applicant if the application 
is admissible or not. 
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Figure 8 – Centralised Procedure (Adapted)16  
Role of a LOC in Portugal 
Once the CHMP issues a favourable opinion on that application, the MAH has until the end of 
next working day to issue all the Product Information in every MS language to EMA. Hence, 
the LOC has to prepare the Portuguese version of the following documents17: 
 Annex I  
o SmPC 
 Annex II 
o <Manufacturer(s) of the biological active substance(s) and> manufacturer(s) 
responsible for batch release  
o Conditions or restrictions regarding supply and use  
o Other conditions and requirements of the marketing authorisation 
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o Conditions or restrictions with regard to the safe and effective use of the medicinal 
product  
o <Specific obligation to complete post-authorisation measures for <the conditional 
marketing authorisation> <the marketing authorisation under exceptional 
circumstances>>  
 Annex III 
o Labelling 
o Package Leaflet (mentioned as PIL in this documents)  
Once there is a positive decision from the European Commission, and according to what is 
established at no. 2 of article 54.º of Decree Law nº 176/2006, it is only required to obtain the 
National code number of the several pharmaceutical presentations. Therefore, the MA 
applicant should send an e-mail to the Direction of Medicines Evaluation at INFARMED 
mentioning the pharmaceutical presentation on which it aims to have a registration number 
with the correspondent EU registration numbers. If necessary, the applicant should also 
identify the contacts on which he wants to receive the numbers. 
If in the future the MAH wishes to add other pharmaceutical presentations, a new request 
should be sent to the HA. 
5.1.4. Marketing Authorisation Maintenance  
During the authorisation period of a medicinal product some changes may have to be 
submitted, due to results of Pharmacovigilance, implementation of new methods for 
Manufacture, control, new shelf-life, among others, and for the correct purposes by the 
consumers and with the most accurate information send to consumers and health 
Professionals on what concerns to the Product Information available. Those changes are 
called variations. 
Variations can be grouped in different categories and classification levels. A variation can be 
categorised as: Administrative change; Quality change; Safety / Efficacy / Pharmacovigilance 
Change; or Plasma Master Files / Vaccine Antigen Master Files Change.  
The Classification system relates to the risk associated with the variation and the same 
category can fall into different classifications. 
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According to the Regulation (EC) No 1234/2008 the variations can be categorised in: 
5.1.4.1. Type I Variations 
Type I variations refer to minor changes. They can be divided in Type IA and Type IB, 
depending on their characteristics. 
A Type IA variation corresponds to a Minor Variation – it has a minimal or even no impact on 
the Quality / Safety / Efficacy of the medicine. It does not imply an alteration of the SmPC or 
the Labelling.18   
 E.g. Variation on the Marketing Authorisation Holder ID or address; minor changes on 
the approved physicochemical analytical procedure; changes on the packaging material that 
does not have direct contact with the finished product.  
 
A Type IB variation also corresponds to a Minor Variation which is not a Type IA nor Type II 
variation, neither an extension. 
 E.g. Change on the trade name; change on the manufacturer of the active substance. 
When a variation results from an arbitration process, even when it reflects as changes in 
Patient Information, it will be submitted as a notification to INFARMED and as so as a Type IA 
variation. 
How a LOC manages a Type I Variation in Portugal 
According to Decree Law nº 176/2006, on a Type IA and Type IB variation the MAH will notify 
INFARMED by sending the documentation referent to the variation made including the 
modified documents along with reference to other variations applicable to that product and 
revised SmPC, PIL and Labelling when applicable. If no comments are made within 30 days, 
the variation is considered tacitly approved.  
Technical details on how to proceed the submission are given at following section “How to 
submit a variation”. 
After obtaining approval, the Regulatory Affairs Professional responsible for that product 
should inform the department where this change will impact (usually with higher interest for 
Quality Assurance). Quality Assurance department will then inform the manufactures, the 
warehouse, the health professionals or even the patients as applicable.  
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5.1.4.2. Type II Variations 
Correspond to a Major Variation – it is not considered an extension and has significant 
impact on the Quality / Safety / Efficacy of the medicine. It imply an alteration of the SmPC 
or the Labelling. 18  
 E.g. New indication/ change of the approved indication; new population, new 
posology, major variations on the manufacturing procedure, formulation, specifications, 
impurities; changes that exceed the approved specifications, limits or acceptance criteria, 
safety changes. 
In a multinational pharmaceutical company, the Global Regulatory Affairs collect 
information and changes suggested by the authorities of the different member states. If 
they don’t implicate an immediate change, they will be added to a Global Data Sheet 
(GDS). This GDS will contain information about the medicinal product. Due to a colour 
reference, it is possible to understand if the information is compulsive of inclusion of the 
product information. When considered appropriate, the GDS will be sent to all LOC and a 
type II variation will be issued following the process associated to the approval type of the 
concerned product. In less frequent cases, the variation can be issued as a Type I if the 
change applies to one according to variations guideline. 
How a LOC manages a Type II Variation in Portugal 
According to Decree Law nº 176/2006, on a Type II variation the MAH will send to INFARMED: 
a) Data and documents provided for an application for marketing authorisation;  
b) Supporting data for the requested change;  
c) Revised version of the amended documents at the request, including, where appropriate, 
the SmPC, labelling or PIL, if the change entails such a review;  
d) Addenda or updated reports, critical reviews or summaries made by experts, taking into 
account the required changes;  
e) Reference to other requests for greater changes in the same authorisation submitted or to 
be submitted;  
f) In the event of changes related to safety issues, a reasoned proposal deadline for 
implementation. 
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Within 60 days, INFARMED will give its opinion or ask for supplementary information. In case 
of a variation associated with changing or increasing therapeutic indication or whenever it’s 
justifiable, this deadline can increase to 90 days. 
The variation is considered approved when INFARMED issues a letter or e-mail indicating its 
approval. 
After obtaining approval, the Regulatory Affairs Professional responsible for that product 
should inform the department where this change will impact – usually with higher interest for 
Medical Affairs and Marketing. If the product is being promoted, it is the Regulatory Affairs’ 
responsibility to create the Essential information compatible with the SmPC (IECRCM). This 
document will be mandatorily be together with in all promotional pieces. This document 
reflects the elements of the SmPC which are mandatory and can be written with different 
wording from SmPC but with same meaning. INFARMED’s Regulation that derives from 
Deliberation number 044/CD/2008 clarifies all the aspects related to publicity of medicinal 
products and include on the no. 1 of Article 2.º that the following elements are mandatory on 
the IECRCM: 
 Name of the medicinal product 
 Qualitative and Quantitative Composition 
 Pharmaceutical Form 
 Indications 
 Dosage and administration mode 
 Contra-indications 
 Adverse Events 
 Special Warnings and Precautions to use (if clinically significant) – Compulsive in GSK 
as the internal Promotional Code 
 Drug Interactions and other forms of interaction (if clinically significant) 
5.1.4.3. Particular Cases 
Variations in Products Approved by Centralised Procedure 
These variations, as the Marketing Applications, are evaluated by CHMP and approved by EC. 
On what concerns to specific documents from each member state, as SmPC, PIL or labelling 
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changed in a type II variation, each LOC should produce them within one working day after 
the CHMP positive opinion.  
Variations in Products Approved by Mutual Recognition and Decentralised Procedures 
Type IA Variations 
With regard to minor variations of type IA, the MAH shall submit at the same time to the 
competent authorities of the CMS. This submission should include all the documentation 
regarding the variation, a list of the CMS and an indication of the RMS usually in a Form, the 
relevant fees specific for that CMS.19 Where a variation requires consequential revision of the 
summary of product characteristics, labelling and package leaflet/insert, this is considered as 
part of the variation.  
The Competent Authority (CA) of the RMS shall acknowledge the validity of the notification 
within 14 days following its reception, and shall inform the other involved parts (competent 
authorities of CMS and MAH). Each CA of the CMS should update the marketing authorisation 
as appropriate.19 
Type IB 
On type IB variations, with higher risk, the MAH should also submit at the same time to the 
CA of the CMS. The documents concerned on the submission are the same as in Type IA 
variations. When the CA of the RMS have not sent an opinion within 30 days following the 
reception of a valid notification, the variation shall be deemed to have been accepted by all 
competent authorities of the CMS.  
The CA of the RMS should inform the competent authorities of the CMS to this effect. Each CA 
of the CMS should update the marketing authorisation as appropriate. If the CA of the RMS 
decides the notification cannot be accepted, it shall inform the MAH within 30 days declaring 
the reasons on which its opinion is based. The MAH may amend the previous notification 
within 30 days to be able to cover the arguments sent by the CA. If the MAH does not amend 
the notification, it will be considered rejected and the CA of the RMS should informed the 
reference Member State shall immediately inform the holder and the other competent 
authorities concerned accordingly.19 
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Type II 
In what concerns major variations, the MAH should submit at the same time to all 
simultaneously to the CA of the CMS. This submission should include all the documents and 
elements mentioned in Articles 8 to 12 of the Community code relating to medicinal products 
for human use (Directive 2001/83/EC) or Articles 12 to 15 of Community code relating to 
veterinary medicinal products (Directive 2001/82/EC). Along with those documents, the MAH 
should include all the supporting data relating to the variation applied for, all documents 
amended as a result of the application, an addendum to or update of existing expert 
reports/overviews/summaries to take account of the variation applied for, a list of the CMS 
and an indication of the RMS usually in a Form; the relevant fees provided for in the 
applicable national rules of the CMS. If the variation implicates revision of the SmPC, labelling 
and PIL, this is considered as part of the variation.19  
The CA of the CMS shall immediately notify the CA of the RMS about the receipt of the valid 
application. The CA of the RMS, shall inform the other CA of the CMS and the MAH about the 
date considered of the start of the procedure. Within 60 days from that date, the CA of the 
RMS shall prepare an assessment report and a draft decision which shall be sent to the other 
CA. This period is flexible and can be reduced having regard to urgency as for safety issues or 
extended to 90 days for variations concerning changes to or addition of the therapeutic 
indications or variations representing a change to or addition of a non-food producing target 
species. Within those 90 days, the CA of the RMS may request the MAH to provide 
supplementary information within a time limit set by that CA. The clock will stop until such 
time as the supplementary information has been provided.  
The CA of the RMS shall inform the other CA concerned. Within 30 days after receiving the 
draft decision and the assessment report, the CA of the CMS should recognise the draft 
decision and transmit this information to the CA of the RMS. By its turn, the CA of the RMS 
should close the procedure and inform the other CA and the MAH accordingly. Decisions 
concerning variations related to safety issues shall be implemented within a timeframe as 
agreed.19 
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Variation in Products Approved by National Procedure in Portugal and RM/DCP in the 
other CMS 
When a Product is approved in Portugal through National Procedures but approved in other 
European Member State through MRP or DCP, the Portuguese LOC can just start the 
procedure when the RMS of the MRP or DCP issues the approval letter. The variation will be 
handled like a strictly national variation, although the documents submitted have been 
already approved by other Member State. INFARMED will be aware that that variation was 
already submitted through MR or DCP and approved in other European MS. 
5.1.4.4. Extension 
An extension is a major variation which specifically falls into one of the following groups: 
1) Change of the active substance; 
2) Change of the dosage, pharmaceutical form or administration route; 
3) Specific changes on veterinary medicines that have as target animals used on 
human alimentation habits – changing or adding of target species. 
These modifications to a marketing authorisation have to be considered in order to change 
the terms of the MA and therefore cannot be approved following a variation procedure.  
5.1.4.5. Urgent Safety Measures 
Urgent safety measures usually occur in result of new information which will have impact on 
the safe use of the medicinal product, on the product information concerning particularly one 
or more of the following items in the SmPC: the indications, posology, contraindications, 
special warnings and special precautions for use, and undesirable effects. In rare cases the 
changes may also relate to quality problems, requiring a change of the SmPC, labelling or PIL. 
The Urgent Safety Measures may also result from the outcome of crisis management 
discussions.20 
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Figure 9 – Urgent Safety Measures management process21 
5.1.4.6. Dear Health Care Professional Letter  
A Dear Health Care Professional Letter is usually part of the Urgent Safety Measures and is a 
letter with specific information provided by the MAH to healthcare professionals. The 
objective of this letter is to quickly distribute information to involved healthcare 
professionals, in order to assure the informed practice and to reduce potential patient 
harm. Before distribution, this letter is discussed with and approved by the CA within a 24-
hour period. 
5.1.4.7. Renewals  
After approval, a marketing authorisation is valid for five years and is renewable upon 
application by the MAH. Once renewed, the marketing authorisation will be valid for an 
unlimited period, unless the competent authority decides, on justified grounds relating to 
pharmacovigilance, including for example exposure of an insufficient number of patients to 
the medicinal product concerned, to proceed with one additional five-year renewal. 
Marketing authorisations granted as ’conditional’ marketing authorisations are presented as 
an exception. They are valid for 1 year and should be renewed annually.  
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The renewal decision will usually refer to the expiry date of the preceding MA so that the 
renewed authorisation will be valid from the date of the previous expiry. MA under 
exceptional circumstances are also valid for 5 years but are additionally subject to annual 
reassessments.22 
MAH must apply for a renewal at least nine months before the expiry date of the MA. 
Application shall include23:  
 Consolidated and updated version of the file in respect of quality, safety and efficacy  
 Evaluation of data contained in suspected adverse reactions reports and periodic 
safety update reports  
 List of all variations since the MA was granted  
 History of pharmacovigilance inspections  
 Summary of the pharmacovigilance system  
When changes are necessary to the SmPC, labelling and PIL arising from the PSUR evaluation 
or other information, MAH may submit an amended SmPC as part of the renewal process to 
address the concerns raised.  
However, major changes (e.g. new indications, extension of shelf life) cannot be introduced 
during the renewal.  
MA will not be renewed if potential serious public health issues remain at the end of the 
renewal procedure.  
5.1.4.8. How to submit a variation in Portugal 
On August 4th, 2013 all changes introduced to the variations regulation (EC) No 1234/2008 by 
Commission Regulation (EU) No. 712/2012 entered into force, as well as the variations 
guideline. Taking this opportunity, Portuguese CA changed the process for submitting 
variations in Portugal. The sections below summarise those processes before and after August 
2013, emphasising how they affected the company’s working methods. 
Before August 2013 
The change of the main process for submission reflects on type II submission and fees’ 
payment processes. 
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Before August 2013, all the Type I variations were submitted online at SMUH-ALTER platform. 
Each MAH has a proper Username and password which gave access to the working space 
represented in Figure 10, where it was possible to create new applications, consult approved 
documents and already submitted variations. The MAH had to fulfil an online form indicating 
the product concerned, the variation, the present and the purposed information, and had to 
upload the documents associated to the process – cover letter, signed form, fees form and 
confirmation of payment and variation documents. 
 
 
 
 
 
 
 
 
 
 
 
For Type II variations, all the process implied a creation of a physical variation dossier, as well 
as two CD copies of it delivered on hand at DAM until 4pm. Considering the short deadlines 
Regulatory Affairs usually have, this process was really stressful to assure all the documents – 
that can include hundreds of pages – are printed and ready on time to be delivered at DAM. 
Fortunately this process changed in August 2013. 
After August 2013 
After August 2013 all the variations started to be submitted online. This reduced a large 
amount of stress to have the dossiers ready on time, since they are already prepared 
electronically. 
Some differences were also introduced concerning Type I variations. All variations are 
submitted through the platform represented on Figure 10 but now all procedures, 
independently of the type or approval process associated, will have a specific number – the 
procedure number. The procedure number is generated as AAAA/xxx/YY/0000 where AAAA is 
the year of the submission, xxx a code which identifies the MAH, YY the type of variation and 
Figure 10 –Appearance of online submission platform – SMUH-ALTER 
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0000 a 4 digit sequential number which represents the variations submitted by that MAH. 
This procedure number should be used in further communications with the CA. 
An also new characteristic is the individual procedure number. This number is a current 
practice on products approved through MRP, DCP or Centralised procedure. Since August it 
also applies to products approved through national procedure, and is built as explained in 
section “How does a LOC act in Portugal”. 
 
 
 
 
 
 
 
 
 
 
 
 
 
The MAH should indicate, as before for type I variations, the present and purposed 
information. Since sometimes this represents really long texts, they can cross-reference with 
the attached form. Figure 12 and Figure 13 represent the list of medicinal products 
concerned, as well as the respective individual procedure number and the sections associated 
with this variation selected as an example. The online form highlights the required documents 
to be uploaded. It the file is larger than 10 Mb, it has to be submitted through CESP. This 
system aims to offer “a simple and secure mechanism for exchange of information between 
applicants and regulatory agencies”.  CA have access to this platform so the MAH can upload 
any file in the platform indicating to which CA does it wish to apply for and those CA will 
receive an e-mail either from the MAH and from Common European Submission Platform 
(CESP) to be able to download the documentation. If this is the method used, a document 
Figure 11 – Appearance of online variation form – Part 1 
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with the generated codes must be attached to SMUH-ALTER platform in the category “Full 
documentation of application”. 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 13 – Appearance of online variation form – Part 3 
Figure 12 – Appearance of online variation form – Part 2 
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When the form is completed and the documents uploaded correctly, the submission can be 
validated and a proposal of payment form created as shown in Figure 14. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
The MAH should select the applicable fees since they can be different, considering the type of 
procedure which led to product approval and the type of variation (Figure 15). Products 
approved by national procedure have reduced fees compared with MRP or DCP products. 
Unlike what happened before August 2013, where the submitted fees forms could contain 
errors and the fees were already paid – which generated some attrition –, with this new 
method the proposal of payment form will be approved by the CA before the payment which 
reduces possibility of errors. The MAH will receive an e-mail informing that the variation was 
validated and should proceed to payment within a week. The timelines presented in the 
sections above will start counting after fees’ payment. 
Figure 15 – List of applicable fees considering the variation and product considered 
Figure 14 – Proposal of payment form 
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5.1.4.9. Regulatory Compliance 
Regulatory Affairs department has privileged knowledge on the characteristics and 
specifications of the medicinal products. Next sections will present how this awareness is 
considered on the relation with other stakeholders particularly considering the relation with 
the Quality Assurance Department and the Head-Office. 
Chemistry Manufacturing Controls 
When a medicinal product is placed on the market, the consumers, the authorities and the 
MAH must be confident that the marketed product is exactly as authorised. To guarantee 
this, all the LOC establish agreements with the manufacturers where approved formulation, 
specifications, labelling characteristics, packaging, storage and transport conditions are 
specified.  
These contracts are alive documents, constantly updated according variations with Chemistry 
Manufacturing and Controls (CMC) impact. Considering that creation and approval of those 
agreements are managed through Quality Assurance departments, Regulatory Affairs and 
Quality Assurance departments must keep a functional communication system so all the 
information regarding new products and variation approvals are shared on proper timings. 
Quality Affairs will assure this information is shared with the manufacturers and the 
documents updated accordingly. 
Other contact established with the manufacturers, in this case by the Regulatory Affairs 
department, relates to the packaging materials. Primary and secondary packaging as well as 
the PIL must be compliant with each other and with the approved SmPC, PIL and Labelling. 
Therefore, materials must be requested to the labelling teams considering the approved 
product information and revised in each LOC to assure the above mentioned compliance.  
With the two measures presented above – agreements with manufacturers according to CTD, 
and creation, revision and approval of pack materials accordant to approved information – 
the risk of having in the market products non-compliant with approved registry is almost null. 
Labelling 
Labelling Compliance is essential, not only for regulatory reasons but also as a safety matter: 
the implemented labelling (SmPC, PIL, Pack) should carry the most recently approved 
 54 
 
 
information, namely the safety information. Due to delays in the regulatory approval system 
or to the routine periodic manufacturing dates, there may be instances where the 
implementation of a new label may take longer than desirable, so this compliance checking is 
essential. 
To monitor the compliance checking there are periodic (biannual) self-inspections to the 
marketed products implemented prescribing information, PIL and pack information.    
In 2013, a compliance Project was implemented globally – EDGE Project – all marketed 
products were subject to a CMC and labelling checking. 
In Portugal, there were no findings, after a detailed verification of the registered 
documentation/data against the manufacturing site specifications and the Central labelling 
compulsory data. 
5.1.5. Risk Management Plan 
A Risk Management Plan (RMP) is a document, often designed in early stages of the medicinal 
product development, pre-approval stages and when justified can be included in the MAA. 
RMP are dynamic documents, being constantly modified and updated throughout the 
lifecycle of the medicinal product as new information becomes available. The MAH will have 
to submit an updated RMP on the following situations24: 
 upon the request of the Agency or an National CA; 
 every time the risk-management system is modified, particularly if the change is 
associated with the reception of new information which leads to a significant change 
to the benefit-risk profile, or if it is a result of an important pharmacovigilance or risk-
minimisation milestone being reached; 
 When justified by risk, the CA can also specify a date for submission of the next RMP 
as a condition of the MA in exceptional cases; 
 If the date for the submission of a periodic safety update report (PSUR) and the need 
to update a RMP coincide, both can be submitted at the same time. 
This type of plan may be defined as a set of pharmacovigilance activities which aim to 
recognise, describe, avoid, or minimise risks of the medicinal product; evaluate the efficacy of 
those interventions; to communicate the identified risks to patients and health care 
providers24.  
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As stated by EMA, RMP will include information on24: 
 a medicine's safety profile; 
 how its risks will be prevented or minimised in patients; 
 plans for studies and other activities to gain more knowledge about the safety 
and efficacy of the medicine; 
 risk factors for developing side effects; 
 measuring the effectiveness of risk-minimisation measures.  
All medicinal products’ applications for a Marketing Authorisation made after 2 July 2012 will 
promptly require the submission of a RMP. Before July 2012, applications of medicinal 
products were required a RMP only in case of: 
 Serious adverse drug reactions 
 New (difficult) method of administration 
 New patch in neuropathic pain 
 High potential for abuse / off-label use 
 Risk for addiction 
5.1.5.1. Submission 
In the European Union, since 2012, companies must submit an RMP to EMA along with the 
MAH. For medicines that are already approved and do not have an RMP, it is expected that a 
RMP will be required with any application involving a significant change to the MA. 
MAH needs to submit a complete RMP on each update using the integrated format presented 
by EMA. RMPs for generic medicines can follow the abridged version below. 
In the future, once the electronic system for building complete RMPs has been developed, 
MAH are expected to only submit the modules that have changed so that EMA can build a 
complete RMP based on the latest version of each module.  
5.1.5.2. Educational Materials 
One of the risk minimisation measures that can be mentioned in the Risk Management Plan 
of some Medicinal Products are the Educational Materials. The indication for those materials 
emerges from the need to keep health professionals involved in the prescription, release or 
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administration of that Medicinal Product, as well as the patients advised and informed about 
the risk of that Product.23 
Considering this, the Educational Materials have as objectives: 
 Increase the awareness about specific risks of the medicinal products; 
 Allow a premature detection of adverse reactions as well as the prevention of their 
occurrence; 
 Improve the understanding about the measures that allow to reduce the frequency 
and severity of adverse reactions to medicinal products; 
 Give information to health professionals and patients23.  
Attachment II presents the Educational Materials for a GSK product, representing the 
instructions for use directed to Healthcare Professionals. This Educational Material was 
created after GSK reception of a few cases of wrong administration of this vaccine (although 
oral). Those cases where submitted to EMA and the Risk Management Plan was updated 
including the need to create educational materials. At the European Public Assessment 
Report, available at EMA’s website, it is stated that those educational materials should 
contain the following key message: “That the tube presentation of Rotarix has a risk of 
medication errors therefore the health care professionals should follow strictly the 
instructions for opening to avoid the incorrect manipulation of the tube device and incorrect 
administration of the vaccine.” 
In GSK, Educational Materials are created by the Head-Office and reviewed and sent for 
approval of the CA by Regulatory Affairs department. The revision process by the Regulatory 
Affairs department will confirm all the wording complies with the original version received by 
the Centre. CA will check the suitability of the purposed Educational Materials and confirm 
they are accurately correspondent to what was agreed by the CHMP. After discussion 
between the CA and the MAH, through the Regulatory Affairs representative, which will 
include defining the period and method of distribution as well as the target, the Educational 
Materials will be approved, published on INFARMED’s webpage, and distributed as agreed. 
The presented educational material consists of the new educational materials for Revolade on 
the recently approved indication – thrombocytopenia in adults with chronic (long-term) 
hepatitis C. I had the opportunity to participate in the revision of these educational materials 
as well on its submission and discussion with the CA. The pertinence of all the sentences of 
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the materials are evaluated by the CA and changed as appropriate. This is particularly 
important on the materials directed to patients where CA assures that only crucial 
information is included. 
5.1.6. Market Monitoring 
Regulatory Affairs departments are the interface of the company to CA not only to manage 
internal issues from everyday job but also to collect information next to CA regarding changes 
that will impact on its business. 
One of these changes is the submission or approval of new medicinal products that may 
impact the marketing strategy of the Company either because it is a product that the MAH 
and is expecting the approval or because it will be a competitor. At GSK, Regulatory Affairs 
department weekly review the official databases at CA websites.  
The first database analysed correspond to the daily updated “List of active substances 
(International Nonproprietary Names [INN] / generic name) with MAA” available at 
Portuguese CA website (Figure 16). This list is compared with the one analysed on the 
previous week highlighting the new active substances and the ones withdrawn from last week 
list. Those last substances can either have been refused, approved or voluntarily retired by 
the MAH. Between the highlighted substances, those who will have impact on GSK will be 
noted. The second database analysed is the one of Generic Products Application available at 
Portuguese CA website (Figure 17). The list includes all the MAA for Generic Medicines 
through the National, MR or DCP procedures and can include some of the Active Substances 
already noted from the previous database. This database will give more details since it 
includes the applicant, strength, pharmaceutical form and reference medicinal product. 
 
 
 
 
 
 
 
Figure 16 – Appearance of List of active substances with MAA 
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The next analysed list has the MAA for Generic Medicines through Centralised Procedure. The 
analyses procedure is identical to the previous ones. The last analysed database is INFOMED 
(Figure 18).  
In this list, approved medicinal products with impact on GSK strategy were searched and 
noted. It is possible that the active substances which disappeared from the first database are 
now here since they may have been approved. The collected information is sent to the 
patents department at GSK global and in the LOC to the Regulatory Affairs, Marketing, Market 
Access and Medical Affairs professionals, responsible for the therapeutic area where there 
will be impact as well as to the Medical Director and Leadership Board.  
 
 
 
 
 
 
 
 
 
 Figure 18 – Appearance of INFOMED Results page 
Figure 17 – Appearance of List of active substances with MAA for Generic Medicine 
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As an improvement measure, during this experience I had the opportunity to suggest and 
create an internal database where all the findings were noted. This was particularly important 
to be aware of the submission dates and thus to predict when would a competitor product be 
potentially approved. 
 60 
 
 
 
 61 
 
 
6. Stepwise process to become a Regulatory Affairs Professional 
Similarly to all activities performed in life, the path that a student follows to become a 
Regulatory Affairs Professional can be described as an evolving process. This chapter aims to 
describe in a very mechanical way, through a flowchart (Figures 19 and 20), the steps I believe 
anyone aiming to become a Regulatory Affairs Professional in a multinational company should 
follow: 
1. Have a degree in Life Sciences as Pharmaceutical Sciences or Pharmaceutical Medicine 
(in order to assure technical knowledge on medicinal products, medicines legislation 
and Medicinal Products Life Cycle).  
2. Decide which experience to choose among the options (Regulatory Affairs) 
3. Start professional experience in a Pharmaceutical Company  
a. Bring as previous input:  
i. Knowledge of National Legislation on Medicinal Products  
ii. Overall knowledge of Medicinal Products Development  
iii. Knowledge of Reg. Affairs tools (MedDRA dictionary, INFOMED, 
INFARMED website, EMA guidelines, QRD…)  
4. Understand Company’s structure  
5. Understand Company’s Ethical and Conduct Codes  
6. Know Company’s SOP – general and Regulatory Affairs specific  
7. Start performing allocated tasks – helping colleagues on their tasks to understand it.  
a. In case of doubts performing tasks – options can follow this order. Next option 
should be chosen in case of previous failure.  
i. Try to find answer in Company’s SOP  
ii. Try to find answer in Legislation  
iii. Try to find answer in Product History  
iv. Try to find answer in Other Products’ History  
v. Ask Colleague for support.  
8. Be part of Department meetings to understand colleagues’ work and point of 
situation  
9. Develop autonomous skills – start to execute tasks autonomously  
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10.  Products Allocated under Professional Responsibility  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 19 – “How to evolve from a student to a Regulatory Affairs professional” – Part 1 
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Figure 20 – “How to evolve from a student to a Regulatory Affairs professional” – Part 2 
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7. Critical appraisal of my Professional experience 
When I decided to have my first professional experience as a Regulatory Affairs Professional, 
a lot of people asked me if I was sure of my decision since the expected profile for a 
Regulatory Affairs Professional didn’t appear to suit me. I decided to have this as my first 
experience exactly because of that fact – I needed to change myself and my working habits in 
several ways and the rigor of a Regulatory Affairs department would be perfect to achieve 
this. I knew I had some failures I needed to fix such as my impulsiveness, fast action without 
thinking through properly and as a Regulatory Affairs Officer Trainee I would not have space 
to do that, what would be an excellent adaptation for the future. Considering this, and as with 
every change we try to make in our lives, I faced some difficulties during my experience.  
The first months of this experience were pretty stimulating and consisted in a learning period, 
during which we did several tasks while learning about the company and the procedures and 
everything was new. I really got enthusiastic with the new environment and the tasks I 
observed from my colleague’s experience in the Brand Teams, frequently contacting the 
stakeholders. However, for someone without previous experience, Regulatory Affairs 
activities are challenging in different ways considering the routine work that required a huge 
amount of focus, especially when preparing patient information and submitting variations, 
where every detail is of extreme importance for the product regulatory success. Considering 
my characteristics emphasised on the first paragraph this was pretty challenging but luckily 
considering all the patience of my supervisor and my fellow colleagues, I believe when my 
experience finished I was already able to perform these tasks in a more considered way. 
With increased experience and knowledge, I earned enough independence to help the team 
with other tasks, such as the preparation of Educational Materials, which allowed me to have 
a better view of the real work of a Regulatory Affairs Professional, and the opportunity to 
contact the Medical Affairs and Marketing departments at GSK and the Regulatory Authorities 
which is a big challenge. I loved the opportunity of dealing with different challenges every 
day, where I felt a useful member of the team in order to achieve good results. 
One of the things I enjoyed the most in Regulatory Affairs were deadlines. The need to show 
this sense of urgency is really stimulating and having to coordinate among different tasks 
according to their priority was a challenge I enjoyed facing, because I could use my 
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management and organisational skills to help the team under pressure and maintain a high 
focus towards a defined set of goals. However, due to my inexperience, most of the results of 
my work would be visible only when the CA approved it. I really enjoy a work where I can 
achieve immediate, visible and tangible results. Even though I can consider submitting the 
variations on time and with approval of my manager or older colleagues as an immediate goal 
achieved, I would be really pleased to have received some approvals of the variations I 
personally submitted. 
According to my profile, made by a professional company and which I fully agree, even 
though I “can turn my talents to many jobs, I find more satisfaction from work that allows me 
to use my creativity and interpersonal skills. My Ideal Environment is one in which I feel that I 
have freedom of action.” I knew this would be a challenge from the beginning. I also knew 
that being on my comfort zone would be starting in a company where I could have projects 
and responsibilities where I can explore options and give a higher input. On the other hand, I 
knew that starting with this freedom would be prejudicial to my career. Regulatory Affairs, as 
the its name suggests, is an area highly regulated where there is not many chances to insert 
our own input in the way tasks are performed, particularly on the tasks I was involved and in a 
Company with such a well-structured way of working as GSK. This formatted me to be more 
controlled on my expressivity and be more aware of the rules before performing actual tasks 
based only on what I think is best. Even though, in 10 months as a Regulatory Affairs 
Professional Trainee, I could find some space to give my input by suggesting the creation of a 
database which will allow a better follow-up of the MAA and MA of products found during the 
Market Monitoring activity and a database for Quality Assurance, which allows a better 
follow-up of variations in products and associated tasks.  
Finally, another big challenge was the fear of failure. Like in all jobs, all tasks we perform 
should have a consequence. Particularly in Regulatory Affairs, that consequence could be an 
authorisation or not of a certain part (either a change on the MA documents, a RMP, an 
educational material…) of the medicinal product life. The pressure associated with that need 
of approval sometimes can be difficult to manage when failure is the greatest fear. 
After 10 months in GSK, I started a new professional experience as a Medical Research 
Associate in the UK office of an American Multinational Medical Research Organisation. 
Because of the 10 months spent on GSK, my adaptation to this new job and reality has been 
 67 
 
 
really easy with my work being appreciated both internally as externally. I can assure that 
without those 10 months, I would be more impulsive, less conscientious and had a lot more 
difficulties on communicating with several stakeholders in a proper manner based always on 
solid information. I can only thank my supervisor and my colleagues for their constant 
support and patience, and for helping me grow as a Professional. 
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8. Concluding Chapter 
A Regulatory Affairs Professional is a pretty conscious individual, with a great sense of 
urgency, good communication skills, keen to be a team member and with a deep knowledge 
of pharmaceutical regulation and pharmacology.  
Embracing this experience was pretty challenging both personally and intellectually. Luckily 
with my manager’s constant support and my colleagues’ willingness to share their experience, 
I learned what I wanted to be as a professional in the future whatever areas in the 
Pharmaceutical environment.    
These 10 months allowed me to understand what was a Regulatory Affairs Professional as a 
whole and I deeply believe that following the process illustrated on Section 6 will generate 
committed, focused and very good Regulatory Affairs Professionals. 
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Attachment II – Revolade Educational Materials (Portuguese Version) 
Folder 
 
 
 
 
Guia de Segurança para Revolade 
(eltrombopag olamina) 
 
Informação de segurança importante para 
profissionais de saúde, relativa à monitorização e 
cuidados dos doentes em tratamento com Revolade 
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REVOLADE está indicado em: 
 Doentes adultos esplenectomizados com Púrpura 
trombocitopénica imune (idiopática) (PTI) crónica, 
refratários a outros tratamentos (por exemplo, 
corticosteroides, imunoglobulinas). Revolade pode ser 
considerado como terapêutica de segunda linha em adultos 
não esplenectomizados em que a cirurgia está 
contraindicada. 
 Doentes adultos com infeção por vírus da hepatite C 
crónica (VHC) para tratamento da trombocitopenia, em que 
o grau de trombocitopenia é o principal fator a prevenir o 
início ou a limitar a capacidade de manutenção da 
terapêutica ótima baseada na utilização de interferão. 
O propósito destas brochuras é explicar as principais  questões 
de segurança relacionadas com o início da terapêutica com 
Revolade, sobre as quais, quer o médico, quer o doente, devem 
estar informados.  
Para mais informações, consulte o Resumo das Características do 
Medicamento. 
 
Data de aprovação: Março de 2014 
Código nº:  ONCE/ELT/0048/13 
©2013 GlaxoSmithKline. Todos os direitos reservados. 
REVOLADE é uma marca registada do grupo de companhias GlaxoSmithKline. 
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Healthcare Professionals Brochure 
 
 
Guia de Segurança de REVOLADE ™ 
(eltrombopag) na trombocitopenia associada à 
hepatite C crónica (TaVHC) 
 
 
Informação de segurança importante para 
profissionais de saúde, relativa à monitorização e 
cuidados dos doentes a quem é prescrito Revolade 
 
Este guia é parte do Plano de Gestão de Risco de Revolade. Por favor consulte o guia de 
segurança de Revolade na Purpura Trombocitopénica Imune (idiopática) para informações 
de segurança sobre a utilização de Revolade na PTI. 
 
 
 
Informação de Prescrição incluída neste material. 
ONCE/ELT/0048b/13 
Data de aprovação: Março de 2014. 
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REVOLADE – NO TRATAMENTO DA TROMBOCITOPENIA 
EM ADULTOS COM HEPATITE C 
 
REVOLADE (eltrombopag olamina) está indicado em doentes adultos com infeção pelo 
vírus da hepatite C crónica (VHC) para o tratamento da trombocitopenia, em que o 
grau de trombocitopenia é o principal fator a prevenir o início ou a limitar a 
capacidade de manutenção da terapêutica ótima baseada na utilização de 
interferão(pIFN).1 A substância ativa, eltrombopag olamina, é um agonista recetor da 
trombopoetina (TPO) oral, que estimula a produção de plaquetas através do aumento 
da diferenciação e da proliferação dos megacariócitos.1 O objetivo do tratamento com 
REVOLADE é alcançar uma contagem de plaquetas suficiente que permita iniciar 
terapêutica antivírica ou manter a contagem de plaquetas num nível que previna o 
risco de hemorragia ou a necessidade de redução das doses de interferão (50,000/μL).1 
A segurança e a tolerabilidade de Revolade foram avaliadas em 1.576 doentes com 
VHC no programa de desenvolvimento clínico de REVOLADE.2,3 
 
Resumo dos ensaios clínicos de REVOLADE em doentes com 
VHC1–3 
 
Estudo Fase N Desenho Grupo de dose Objetivo e 
“status” do 
estudo 
2357 II 1ª Parte: 
REVOLADE: 56 
Placebo:18 
2ª Parte 
REVOLADE: 45 
Placebo: 4 
Dupla ocultação, 
aleatorizado, 
controlado com 
placebo, grupos 
paralelos, duração de 16 
semanas 
1ª Parte: 
30 mg, 50 mg ou 75 
mg de REVOLADE 
ou placebo 
2ª Parte: 
30 mg, 50 mg ou 75 
mg de REVOLADE 
ou placebo; 
em conjunção com 
pIFN (alfa 2a ou 
alfa 2b) e 
terapêutica 
antivírica  com 
ribavirina 
 
Escalonamento 
de dose e 
eficácia, 
segurança e 
farmacocinética 
 
 
 
 
 
 
 
 
Concluído 
ENABLE-
1 
III 1ª Parte: 
REVOLADE: 716 
1ª Parte: 
Regime aberto, 
1ª Parte: 
25 mg, 50 mg, 75 
Eficácia e 
segurança 
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2ª Parte 
REVOLADE: 450 
Placebo: 232 
escalonamento de dose 
 
2ª Parte 
Dupla ocultação, 
aleatorizado, 
controlado com 
placebo, duração de 48 
semanas 
mg ou 100 mg de 
REVOLADE  
2ª Parte: 
A posologia da 1ª 
parte ou placebo; 
em conjunção com 
pIFN (alfa 2a) e 
terapêutica 
antivírica  com 
ribavirina 
 
 
 
 
 
 
 
 
 
 
 
 
 
Concluído 
ENABLE-
2 
III 1ª Parte: 
REVOLADE: 805 
 
2ª Parte 
REVOLADE: 506 
Placebo: 253 
1ª Parte: 
Regime aberto, 
escalonamento de dose 
 
2ª Parte 
Dupla ocultação, 
aleatorizado, 
controlado com 
placebo, duração de 48 
semanas 
1ª Parte: 
25 mg, 50 mg, 75 
mg ou 100 mg de 
REVOLADE  
2ª Parte: 
A posologia da 1ª 
parte ou placebo; 
em conjunção com 
pIFN (alfa 2b) e 
terapêutica 
antivírica  com 
ribavirina 
 
Eficácia e 
segurança 
 
 
 
 
 
 
 
 
 
 
Concluído 
 N = Total da população do estudo 
 
REVOLADE é geralmente bem tolerado. Os estudos de Fase III mostraram 
uma incidência semelhante dos efeitos adversos mais comuns, nos 
doentes tratados com REVOLADE e nos doentes que receberam placebo.3 
São abordadas algumas questões de segurança importantes, identificadas 
durante o programa de desenvolvimento clínico e são sugeridas 
orientações sobre as melhores práticas de abordagem dessas questões, 
caso aconteçam. 
 
DESCOMPENSAÇÃO HEPÁTICA 
Os doentes com VHC crónica, em tratamento com terapêutica antivírica 
baseada em pIFN, estão em risco de descompensação hepática.1   
Nos ensaios clínicos de Fase III, a incidência de descompensação hepática 
(ascite, encefalopatia hepática, hemorragia variceal e peritonite 
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bacteriana espontânea) foi maior em doentes tratados com REVOLADE do 
que nos doentes a fazer placebo.1 É recomendado o tratamento precoce 
dos eventos que sugerem descompensação hepática. 
Os doentes em tratamento com REVOLADE devem ser sensibilizados 
sobre os riscos da descompensação hepática. Os doentes devem ser 
alertados para interromper a toma de REVOLADE e da terapêutica 
antivírica e procurar ajuda médica imediatamente no caso de sentirem 
qualquer dos seguintes sintomas: 
 
Sonolência Leuconíquia 
Hiperventilação Edema periférico 
Tremor metabólico/asteríxis Hematomas 
Agravamento da icterícia Qualquer episódio de hemorragia 
(em particular hematemese 
sugestiva de varizes esofágicas) 
Ascite 
 
Incidência 
No programa de ensaios clínicos de REVOLADE, a ascite e a encefalopatia 
hepática foram classificadas como efeitos adversos frequentes, tendo 
ocorrido em, pelo menos, 1% mas, em menos de 10% dos doentes.1 Nos 
ensaios de Fase III, foram registados casos de descompensação hepática 
em 11% dos doentes tratados com REVOLADE, em comparação com 6% de 
doentes que fizeram placebo.1 
 
Quem está em risco? 
Os doentes com VHC crónica e cirrose podem estar em risco de 
descompensação hepática quando recebem terapêutica com interferão 
alfa. Os ensaios clínicos de Fase III com REVOLADE mostraram um risco 
três vezes superior de descompensação hepática e um risco maior de 
efeitos adversos fatais em doentes com doença hepática avançada 
(definida por níveis baixos de albumina [≤35 g/L] ou por uma pontuação 
>10 relativa aos valores iniciais na escala do Modelo para Doença Hepática 
Terminal (Model for End-Stage Liver Disease) [MELD].1 Acresce que os 
benefícios do tratamento nesta população relativos a alcançar uma 
resposta virológica mantida (sustained virologic response) (SVR) foram 
modestos, quando comparados com os benefícios em doentes sem 
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doença hepática avançada.1 REVOLADE apenas deve ser administrado a 
estes doentes por especialistas experientes no tratamento da VHC 
avançada e após uma cuidadosa ponderação dos benefícios esperados em 
comparação com os riscos. Os doentes que apresentam estes fatores de 
risco devem ser cuidadosamente monitorizados. 
 
Tratamento 
Os doentes que apresentam sintomas que sugerem descompensação 
hepática devem ser encaminhados para Serviços de Hepatologia com 
experiência no tratamento da doença hepática avançada. O tratamento 
com REVOLADE deve ser descontinuado no caso da terapêutica antivírica 
ser interrompida devido a descompensação hepática. 
 
HEPATOTOXICIDADE 
A hiperbilirrubinemia constitui um efeito adverso frequente em doentes 
tratados com ribavirina4 e os ensaios clínicos mostraram que REVOLADE 
pode provocar alterações na função hepatobiliar.1 A maioria dos doentes 
tratados com REVOLADE e terapêutica antivírica irão apresentar 
hiperbilirrubinemia indireta1 e devem ser sensibilizados para o potencial 
de alterações da função hepática e para a importância da monitorização 
laboratorial. 
 
Incidência 
A frequência de hiperbillirrubinemia e de icterícia foi classificada como 
“frequente” no programa de desenvolvimento clínico de REVOLADE, 
tendo ocorrido em, pelo menos, 1% mas, em menos de 10% dos doentes.1 
Nos ensaios clínicos de Fase III, foi registada bilirrubina total >1.5x limite 
superior do normal (LSN) em 76% dos doentes tratados com REVOLADE e 
em 50% dos doentes a fazer placebo.1 
 
Monitorização adicional 
Os doentes em tratamento com REVOLADE requerem monitorização 
regular dos exames da função hepática:1 
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Pré-tratamento 
Início do tratamento 
A cada 2 semanas durante a fase de ajuste da dose 
Mensalmente após estabelecida uma contagem de plaquetas estável 
 
Determinação da ALT, AST e bilirrubina séricas 
 
Se forem detetados níveis anormais devem ser repetidos os exames no 
prazo de 3 a 5 dias. Se forem confirmadas alterações devem monitorizar-
se os exames hepáticos séricos até as alterações resolverem, os níveis 
estabilizarem ou retornarem aos valores iniciais. 
 
EVENTOS TROMBOEMBÓLICOS 
Podem ocorrer eventos tromboembólicos (ETEs) em doentes com VHC 
crónica e os doentes com doença hepática avançada apresentam um risco 
aumentado de trombose da veia porta.3 
 
Os doentes devem ser informados sobre o risco acrescido de ETEs e sobre os 
fatores de risco. Os doentes devem ser aconselhados a procurar cuidados 
médicos imediatamente se desenvolverem sinais que sugerem ETEs, por 
exemplo: 
Inchaço, dor e sensibilidade nas pernas 
Falta de ar súbita acompanhada por dor no peito e taquipneia 
Dor abdominal, abdomen dilatado ou sangue nas fezes 
 
Incidência 
Nos ensaios clínicos de Fase III, 4% dos doentes tratados com REVOLADE 
tiveram ETEs em comparação com 1% dos doentes que fizeram placebo.1 
Não se descobriu uma relação temporal específica entre o início do 
tratamento e o evento ETE.1 A trombose da veia porta foi o ETE mais 
comum registado, tendo ocorrido em 2% dos doentes tratados com 
REVOLADE e em <1% dos doentes que fizeram placebo.1 
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Quem está em risco? 
Os fatores de risco de ETEs incluem mas não se limitam a: fatores de risco 
hereditários (p.ex: Fator V de Leiden) ou adquiridos 
(p.ex: Deficiência de Antitrombina III, síndrome antifosfolipídico), idade 
avançada, doentes imobilizados por períodos prolongados, doenças 
malignas, contracetivos e terapêutica hormonal de substituição, 
cirurgia/lesão física, trauma, obesidade e hábito tabágico.1 Nos ensaios 
clínicos de Fase III, os doentes com níveis baixos de albumina (≤35 g/L) ou 
pontuação na escala MELD ≥10 mostraram um risco duas vezes superior 
de ETEs quando comparados com doentes com níveis elevados de 
albumina; os doentes com idade >60 anos mostraram um risco duas vezes 
superior de ETEs em comparação com doentes jovens.1 REVOLADE apenas 
deve ser administrado a estes doentes após uma cuidadosa ponderação 
dos benefícios esperados em comparação com os riscos e esses doentes 
devem ser cuidadosamente monitorizados. Uma sobredosagem com 
REVOLADE pode aumentar excessivamente as contagens de plaquetas e 
aumentar o risco de ETEs.1 
 
Monitorização adicional 
Durante o tratamento a contagem de plaquetas do doente deve ser 
monitorizada semanalmente até ser obtida uma contagem estável 
(habitualmente entre 50.000-75.000/μL) e depois a monitorização deve 
ser mensal.1 A dose de REVOLADE deve ser reduzida em 25 mg se a 
contagem de palquetas subir acima de 100.000/μL, e o tratamento 
interrompido se a contagem de plaquetas for superior a 150.000/μL.1 O 
tratamento pode ser reiniciado numa dose reduzida assim que a 
contagem de plaquetas atinja ≤100.000/μL.1 
 
Tratamento 
Em doentes que apresentam sintomas de um ETE, o tratamento com 
REVOLADE deve ser interrompido imediatamente. Esses doentes devem 
ser tratados em Serviços de Hepatologia com experiência no tratamento 
de doentes cirróticos com trombose da veia porta ou outro ETE. O 
tratamento dos ETEs inclui antagonistas da vitamina K ou heparina de 
baixo peso molecular e/ou revascularização intervencionista. A 
terapêutica com REVOLADE deve ser reiniciada na dose mínima possível, 
após uma cuidadosa avaliação clínica e após uma ponderação cuidada dos 
benefícios esperados com a continuação da terapêutica com REVOLADE 
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em comparação com os riscos de novos ETEs e/ou de outros efeitos 
adversos. 
 
ALTERAÇÕES OCULARES 
Nos ensaios clínicos em doentes com VHC tratados com terapêutica com 
base em interferão, a progressão de cataratas pré-existentes no início do 
estudo ou de cataratas surgidas após início do estudo foi de 8%, em 
doentes tratados com REVOLADE e de 5% em doentes a fazer placebo.1 
Foram registados casos de hemorragia da retina, na sua maioria de Grau 1 
ou 2, em doentes tratados com REVOLADE e terapêutica baseada em 
pIFN.1 Todos os doentes tratados com REVOLADE devem ser submetidos 
periodicamente a monitorização oftalmológica. 
 
HEMORRAGIA APÓS DESCONTINUAÇÃO 
Nos ensaios clínicos de Fase III, foram registados casos de hemorragia 
gastrintestinal após descontinuação do tratamento com pIFN, ribavirina e 
REVOLADE.1 Após a descontinuação da terapêutica, os doentes devem ser 
monitorizados relativamente a sinais ou sintomas de hemorragia 
gastrintestinal. As contagens de plaquetas devem ser monitorizadas 
semanalmente, durante quatro semanas, após descontinuação de 
REVOLADE. 
 
 
FORMAÇÃO DE RETICULINA NA MEDULA ÓSSEA E 
RISCO DE FIBROSE DA MEDULA ÓSSEA 
Assim como com outros agonistas do recetor da TPO, REVOLADE pode 
aumentar o risco de desenvolvimento ou de progressão de fibras de 
reticulina na medula óssea.1 
 
Incidência 
Em ensaios clínicos realizados em doentes com VHC tratados com 
Revolade, nenhum doente mostrou evidências de alterações clinicamente 
relevantes da medula óssea ou achados clínicos indicativos de disfunção 
da medula óssea.1 
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Monitorização adicional 
Os doentes tratados com REVOLADE requerem uma monitorização regular 
do hemograma:1 
 
 
 
Antes do tratamento 
Início da terapêutica 
Mensalmente após estabelecida uma contagem de plaquetas estável 
 
 
 
 
 
 
 
 
Se o doente desenvolver alterações morfológicas novas ou apresentar 
agravamento de alterações pré-existentes, ou citopenia(s), descontinuar o 
tratamento com REVOLADE e considerar a realização de uma biópsia da 
medula óssea , incluindo coloração para determinação da fibrose 
 
EFEITOS ADVERSOS FATAIS 
Os doentes com VHC crónica, com trombocitopenia, sob terapêutica 
baseada em pIFN associada a REVOLADE podem correr um risco maior de 
efeitos adversos fatais.1 
 
Os doentes com pior prognóstico (p.ex. albumina 35 g/L, ou pontuação na 
escala MELD 10) devem ser sensibilizados sobre o risco de efeitos adversos 
fatais, em particular, descompensação hepática (falência hepática, ascite, 
encefalopatia e varizes hemorrágicas), infeções e complicações isquémicas. 
 
Quem está em risco? 
Os doentes em maior risco são aqueles com pior prognóstico, por 
exemplo, doentes com doença hepática avançada (pontuação na escala 
MELD ≥10 e níveis de albumina ≤35 g/L).1 
Examinar atentamente o esfregaço do sangue periférico para estabelecer o 
nível basal das alterações morfológicas celulares 
Realizar hemograma completo com contagem diferencial de glóbulos 
brancos 
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Tratamento 
Nos ensaios clínicos de Fase III, verificou-se que os benefícios do 
tratamento com REVOLADE foram modestos nos doentes com pior 
prognóstico (especialmente nos que tinham albumina basal <35 g/L) em 
comparação com a globalidade do grupo.1 O tratamento com REVOLADE 
nestes doentes deve apenas ser iniciado por especialistas treinados no 
tratamento da VHC avançada e apenas quando os riscos de 
trombocitopenia ou de atraso da terapêutica antivírica superam os riscos 
do tratamento com REVOLADE.1 O tratamento com REVOLADE deve ser 
interrompido se ocorrerem sinais ou sintomas sugestivos de ETEs ou de 
descompensação hepática (consultar as secções sobre descompensação 
hepática e sobre ETEs). 
 
OUTRAS CONSIDERAÇÕES SOBRE A PRESCRIÇÃO 
DE REVOLADE 
O tratamento com REVOLADE deve ser iniciado e permanecer sob 
supervisão de um especialista com experiência no tratamento da VHC 
crónica e das suas complicações. 
 
 
 
Quem não tem indicação para tratamento com REVOLADE? 
REVOLADE não está indicado para tratamento dos doentes que o médico 
considerou não beneficiarem da terapêutica baseada em interferão. 
Revolade não está indicado em crianças ou adolescentes com idade 
inferior a 18 anos.1 REVOLADE também não está recomendado durante a 
gravidez e em mulheres em idade fértil que não estejam a utilizar 
contraceção.1 
 
Desconhece-se se a substância ativa ou os metabolitos de REVOLADE são 
excretados no leite materno ainda que o risco para o lactente não possa 
ser excluído.1 Deve ser tomada uma decisão relativa à descontinuação da 
amamentaçãoou abster-se do tratamento com Revolade, ponderando o 
benefício do aleitamento materno para a criança e o benefício da 
terapêutica com REVOLADE para a mulher. 
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São necessários ajustes de dose em populações específicas? 
Verificou-se que a exposição plasmática de REVOLADE é superior em 
doentes com ascendência do Leste Asiático (por exemplo, Japão, China, 
Taiwan e Coreia).1 Os doentes com ascendência do Leste Asiático devem 
ser monitorizados cuidadosamente, contudo não são necessários ajustes 
da dose específicos nesta população.1 
 
Que ajustes de dose são recomendados? 
Utilize a dose mais baixa de REVOLADE para alcançar e manter uma 
contagem de plaquetas necessária para iniciar e manter a terapêutica 
antivírica.1 Após iniciar REVOLADE ou após qualquer aumento da dose 
subsequente, devem decorrer 2 semanas antes de ser considerado um 
novo aumento da dose.1 
 
 
 
Dose inicial recomendada 25 mg uma vez por dia 
<50.000/μL 
>50.000/μl a <100.000/μL  
>100.000/μL to <150.000/μL 
>150.000/μL 
 
Aumentar 
Manter 
Reduzir 
Interromper 
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Aumentar a dose diária em 25 mg até um máximo de 100 mg/dia 
Usar a dose mínima de REVOLADE necessária para evitar reduções da dose 
de pIFN 
Reduzir a dose diária em 25 mg* 
Interromper REVOLADE e aumentar a frequência da monitorização das 
plaquetas para duas vezes por semana. Logo que a contagem de plaquetas 
for <100.000/μL, reiniciar a terapêutica numa dose diária reduzida em 25 
mg.† 
 
Esperar 2 semanas antes de reavaliar 
 
* Ao iniciar a terapêutica antivírica, a contagem de plaquetas pode cair 
pelo que devem ser evitadas reduções imediatas da dose 
† Em doentes que estão a tomar 25 mg uma vez por dia, considerar 
reiniciar o tratamento com 25 mg dia sim dia não 
 
REVOLADE ESTÁ ASSOCIADO A INTERAÇÕES 
ALIMENTARES OU MEDICAMENTOSAS 
SIGNIFICATIVAS? 
Inibidores da HMG-CoA redutase 
REVOLADE é um inibidor do transportador de captação OATP1B1 e um 
substrato e inibidor da proteína de resistência do cancro da mama 
(BCRP).1 A administração concomitante de REVOLADE com inibidores da 
HMG-CoA redutase como a sinvastatina, a pravastatina e a lovastatina 
deve ser feita com precaução, uma vez que a exposição a estas 
substâncias pode ser aumentada.1 Deve ser considerada uma dose 
reduzida de estatinas quando coadministradas com REVOLADE.1 
 
Substratos OATP1B1 e BCRP 
A administração concomitante de REVOLADE e substratos OATP1B1 e 
BCRP (p.ex: metotrexato e topotecano) deve ser realizada com 
precaução.1 
 
Inibidores e indutores CYP1A2 e CYP2C8 
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Os medicamentos que inibem ou induzem múltiplas vias metabólicas têm 
potencial para aumentar (fluvoxamina) ou diminuir (rifampicina) a 
concentração de REVOLADE.1 
 
Lopinavir/ritonavir 
A administração concomitante de REVOLADE com lopinavir ou ritonavir 
pode diminuir a concentração de REVOLADE. A administração 
concomitante destes medicamentos deve ser feita com precaução e 
devem ser monitorizadas atentamente as contagens de plaquetas quando 
a terapêutica com lopinavir/ritonavir é iniciada ou descontinuada.1 
 
Catiões polivalentes 
Os catiões polivalentes, incluindo ferro, cálcio, magnésio, alumínio, selénio 
e zinco, reduzem significativamente a absorção de REVOLADE.1 Antiácidos 
e outros produtos que contêm catiões polivalentes, como suplementos 
minerais, não devem ser administrados no período de 4 horas antes e 
após tomar REVOLADE.1 Em doentes que necessitam de um antiácido, 
deve ser considerado um período alternativo para a sua administração ou 
um antiácido que não contenha um metal pesado, por exemplo, um 
bloqueador H2 ou um inibidor da bomba de protões. 
 
Interações alimentares 
Alimentos com níveis moderados ou elevados de cálcio, mostraram 
reduzir a exposição a REVOLADE.1 Os doentes devem ser sensibilizados 
para ingerir alimentos que contêm um nível baixo (<50 mg) de cálcio ou 
nenhum, no período de 4 horas antes e após a toma de REVOLADE. 
Poderá ser útil ajudar os doentes a desenvolver um plano individualizado 
para administrar REVOLADE a determinada hora do dia, por forma a ser 
incluido na rotina diária dos doentes. 
 
ESSENCIAL SOBRE SEGURANÇA DE REVOLADE 
 
INDICAÇÃO: doentes adultos com infeção pelo vírus da hepatite C 
(VHC) crónica para o tratamento de trombocitopenia, em que o grau de 
trombocitopenia é o principal fator a prevenir o início ou a limitar a 
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capacidade de manutenção da terapêutica ótima baseada na utilização de 
interferão. 1 
 
POSOLOGIA E AJUSTES DE DOSE 
Iniciar REVOLADE numa dose 25 mg/dia.1 Ajustar a dose a cada duas 
semanas até um máximo de 100 mg/dia conforme necessário, por forma a 
atingir uma contagem de plaquetas suficiente que permita iniciar a 
terapêutica antivírica.1 Usar a dose mínima necessária para atingir a 
contagem de plaquetas requerida para iniciar a terapêutica antivírica. 
Durante o tratamento baseado em interferão, usar a dose mais baixa de 
REVOLADE necessária para manter as contagens de plaquetas num nível 
que previna hemorragias ou reduções da terapêutica antivírica.1 Devem 
ser evitadas contagens de plaquetas >75,000/µL.1 REVOLADE não deve ser 
utilizado para normalizar as contagens de plaquetas.1 
 
MONITORIZAÇÃO REGULAR 
 
 
Fase de pré-tratamento 
Testes de função hepática* 
Esfregaço de sangue periférico 
 
Início de REVOLADE 
 
Fase de ajuste da dose 
Hemograma completo com plaquetas (semanalmente) 
Testes de função hepática (de duas em duas semanas) 
Esfregaço de sangue periférico (semanalmente) 
 
Fase de dose estável 
Hemograma completo com plaquetas (mensalmente) 
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Testes de função hepática (mensalmente) 
Esfregaço de sangue periférico (mensalmente) 
 
 
*Função hepática: Valores séricos de ALT, AST e bilirrubina. 
† Após a descontinuação do tratamento com REVOLADE, as contagens de 
plaquetas devem ser monitorizadas semanalmente durante 4 semanas. As 
contagens de plaquetas podem permanecer elevadas durante várias 
semanas antes de voltarem aos níveis pré-tratamento. 
 
 
 
INTERAÇÕES 
Recomenda-se precaução quando Revolade é 
administrado concomitantemente com: 
 
Inibidores da HMG-CoA redutase Catiões polivalentes 
Substratos OATP1B1 e BCRP  
 
Lopinavir/ritonavir 
Inibidores e indutores CYP1A2 e 
CYP2C8 
 
 
SOBREDOSAGEM 
 
Doente com sobredosagem 
Considerar a administração de preparação de catiões 
metálicos* por via oral para diminuir a absorção. 
 
Monitorizar atentamente as contagens de plaquetas do 
doente. 
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Reiniciar o tratamento em linha com as orientações de 
administração de REVOLADE. 
 
*As preparações que contêm catiões metálicos, por 
exemplo, cálcio, magnésio ou alumínio, promovem a 
quelatação de REVOLADE e impedem a sua absorção. 
 
 
INTERRUPÇÃO 
O tratamento com REVOLADE deve ser interrompido 
quando a terapêutica antivírica é descontinuada a menos 
que haja outra justificação para a manter. Deve também 
ser interrompido em caso de respostas com contagem de 
plaquetas excessiva ou anomalias importantes nos testes 
hepáticos. 
 
Contagens de plaquetas excessivas ou alterações 
significativas nos testes de função hepática, são também 
motivo para descontinuar a terapêutica. 
 
Se, após 2 semanas de terapêutica com REVOLADE na 
dosagem de 100 mg, o nível de contagem de plaquetas 
necessário para iniciar a terapêutica antiviral não for 
atingido, a terapêutica deve ser descontinuada.1 
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Patient Pack Plan 
 
Antes de tomar Revolade 
Deve informar o seu médico se: 
 Tiver problemas de fígado 
 Estiver em risco de ter coágulos sanguíneos nas veias ou artérias 
(p.ex: se é fumador, idoso, tem excesso de peso, toma contracetivos 
orais ou terapêutica hormonal de substituição, foi submetido 
recentemente a uma cirurgia ou traumatismo físico) ou se alguém 
da sua família teve um coágulo de sangue. 
 Tem história de consumo de álcool 
 Teve cataratas (a lente do olho enevoada) 
 Está grávida, pensa que pode estar grávida ou planeia vir a estar 
grávida 
 Está a amamentar ou planeia vir a amamentar 
 Tem um problema relacionado com a medula óssea, incluindo um  
cancro de sangue como síndrome mielodisplásico (SMD) 
 Está medicado com fármacos ou a tomar suplementos que contêm   
cálcio, alumínio, ferro, magnésio, selénio ou zinco. Isto inclui alguns 
medicamentos de venda livre na farmácia, medicamentos naturais, 
suplementos minerais e multivitamínicos e batidos de proteínas. 
 Está a tomar ou planeia tomar qualquer outro medicamento. 
Incluindo: 
o Antiácidos (medicamentos destinados à indigestão, azia ou 
úlceras no estômago) que contêm minerais como alumínio, 
cálcio e magnésio 
o Estatinas, utilizadas para baixar os níveis de colesterol 
o Medicamentos destinados a quimioterapia como 
metotrexato ou topotecano 
o Medicamentos destinados ao tratamento do VIH como 
lopinavir ou ritonavir 
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o Medicamentos destinados à prevenção de coágulos 
sanguíneos como anticoagulantes ou terapêutica 
antiplaquetária 
o Corticosteroides como danazol e/ou azatioprina 
 É de origem leste asiática (chinês, japonês, de Taiwan ou coreano), 
o que pode significar que necessita de iniciar o tratamento com 
Revolade numa dose inicial mais baixa 
 
Não deve tomar Revolade se é alérgico (tem hipersensibilidade) ao 
eltrombopag ou a qualquer dos outros componentes de Revolade. 
Confirme com o seu médico se isto poderá aplicar-se a si. 
 
Como tomar Revolade 
Quando está a tomar Revolade, para obter os melhores resultados, é 
importante que tome a dose correta, todos os dias, à mesma hora. O seu 
médico irá dizer-lhe qual é a dose correta para si, a qual pode mudar 
durante o tratamento, dependendo da sua resposta à terapêutica. Este 
conjunto de documentos inclui um diário de tratamento para o ajudar a 
manter um registo sobre quando tomou a medicação. 
Revolade é administrado: 
o Numa dose única diária; o seu médico pode indicar-lhe que tome 
mais do que um comprimido, contudo deve tomá-los todos na 
mesma ocasião. 
o Pela boca, um comprimido de cada vez, com água 
o Preferencialmente à mesma hora, todos os dias 
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Aspetos que deve lembrar enquanto estiver a 
tomar Revolade 
Refeições 
Revolade interage com os minerais presentes em alguns alimentos, em 
particular com lacticínios. Esta interação afeta o modo como Revolade é 
absorvido pelo seu corpo, pelo que é importante seguir as instruções 
constantes desta brochura. Existe uma secção sobre como planear as suas 
refeições, a partir da Página 11.  
Outros medicamentos 
Os minerais que interagem com Revolade estão igualmente presentes em 
alguns medicamentos. É importante que não tome esses medicamentos 
durante 4 horas antes e após tomar Revolade. Esses medicamentos 
incluem: 
o Antiácidos (medicamentos destinados à indigestão, azia ou 
úlceras no estômago) que contêm minerais como alumínio, 
cálcio e magnésio 
o Medicamentos ou suplementos que contêm cálcio, alumínio, 
ferro, magnésio, selénio ou zinco. Isto inclui alguns 
medicamentos de venda livre na farmácia, medicamentos 
naturais, suplementos minerais e multivitamínicos e batidos 
de proteínas. 
Se necessita tomar um antiácido, o seu médico pode sugerir-lhe que tome 
um tipo de antiácido com menor probabilidade de interferir com 
Revolade. 
Informe o seu médico se está a tomar, tomou recentemente ou vai 
começar a tomar quaisquer outros medicamentos, incluindo: 
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o Estatinas, utilizadas para baixar os níveis de colesterol 
o Medicamentos destinados a quimioterapia como 
metotrexato ou topotecano  
o Contracetivos orais ou terapêutica hormonal de substituição 
o Medicamentos destinados ao tratamento do VIH como 
lopinavir ou ritonavir 
o Corticosteroides como danazol e/ou azatioprina 
o Produtos naturais à base de plantas e outros medicamentos 
que possa ter adquirido sem prescrição médica 
 
Aspetos que deve lembrar enquanto estiver a 
tomar Revolade 
Como guardar Revolade 
Revolade não necessita de condições especiais de conservação, contudo 
deve conservar Revolade longe da vista e do alcance das crianças. Após o 
prazo de validade que consta da embalagem ter expirado, não utilize 
Revolade. 
Se está grávida ou a amamentar 
Não deve usar Revolade se está grávida, a menos que o seu médico o 
recomende especificamente. Não é conhecido o efeito de Revolade 
durante a gravidez. 
o Informe o seu médico se ficar grávida ou se planeia engravidar 
enquanto estiver a tomar Revolade 
o Utilize um método contracetivo fiável durante o período em que 
estiver a tomar Revolade 
Não deve amamentar enquanto estiver a tomar Revolade. 
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o Informe o seu médico se estiver a amamentar ou se planeia 
amamentar 
Conserve Revolade e qualquer outro medicamento longe das crianças 
 
Planear as suas refeições 
Alguns alimentos, bebidas e medicamentos, particularmente os que 
contêm minerais como cálcio, alumínio e magnésio, podem impedir que o 
seu organismo absorva o Revolade de forma correta. Por este motivo, é 
necessário que planeie cuidadosamente o momento de tomar Revolade, 
bem como o que vai comer e beber nas 4 horas antes e depois de tomar 
Revolade. Muitos doentes consideram mais fácil seguir um plano matinal 
ou um plano para a refeição da noite, para tomar Revolade. Pode 
conversar com o seu médico ou enfermeiro sobre um plano de 
tratamento que seja adequado para si. Deve tomar em consideração os 
requisitos relativos a outros medicamentos que esteja a tomar e falar com 
o seu médico ou enfermeiro sobre esses requisitos. 
 
DURANTE 4 HORAS ANTES DE 
TOMAR REVOLADE 
DURANTE 4 HORAS APÓS DE 
TOMAR REVOLADE 
 
Não ingerir laticínios, antiácidos 
ou suplementos minerais 
Pode consumir alimentos 
com baixo teor de cálcio 
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Planear as suas refeições 
Alimentos a evitar 
Alimentos a evitar durante as 4 horas anteriores e posteriores à toma de 
Revolade 
o Lacticínios, por exemplo, manteiga, queijo, iogurte e gelados 
o Leite, batidos ou bebidas feitas com leite, iogurte ou natas. 
Incluindo chá ou café com leite. 
o Alimentos e bebidas ricos em cálcio ou fortificados, como alguns 
tipos de sumos, cereais e barras energéticas. 
o Alimentos contendo espinhas comestíveis ricas em cálcio (p.ex: 
sardinhas, salmão) 
o Antiácidos que têm por base minerais como alumínio, cálcio e 
magnésio 
o Medicamentos ou suplementos que contêm cálcio, alumínio, ferro, 
magnésio, selénio ou zinco. Isto inclui alguns medicamentos de 
venda livre na farmácia, medicamentos naturais, suplementos 
minerais e multivitamínicos e batidos de proteínas 
Alimentos que pode ingerir enquanto estiver a tomar Revolade 
Pode ingerir alimentos com baixo teor de cálcio (menos de 50 mg) 
enquanto estiver a tomar Revolade. Os alimentos e bebidas com baixo 
teor de cálcio incluem: 
o Muitos tipos de fruta como morangos, kiwi e ananás 
o Nozes e passas 
o Carne de frango, fiambre magro e bife 
o A maioria dos vegetais 
o Substitutos não lácteos, não fortificados 
o Sumos de fruta não fortificados 
o Cereais como aveia 
o Açúcar mascavado 
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Substitutos úteis 
Esta tabela mostra algumas alternativas com baixo teor de cálcio que pode 
ingerir enquanto estiver a tomar Revolade. Deve verificar sempre a 
informação nutricional por forma a assegurar-se que os produtos não são 
fortificados com cálcio e que contêm menos de 50 mg de cálcio por 
porção. 
 
 
 
O cumprimento destas orientações fará com que o seu tratamento seja 
mais eficaz 
 
Tomar Revolade de manhã… 
Pode chegar à conclusão que é mais fácil tomar a medicação de manhã, 
depois de se levantar. Apesar de ter de evitar a ingestão de lacticínios, 
alimentos ricos em cálcio ou fortificados, antiácidos e suplementos 
minerais ao pequeno- almoço (incluindo leite adicionado ao café ou ao 
chá), um plano matinal permite-lhe ter um almoço ou um jantar normais. 
Em vez de: Utilize: 
Leite 
Manteiga 
Queijo 
Antiácidos 
Leite de soja não fortificado 
Leite de arroz não 
fortificado 
Margarina de óleos vegetais 
Queijo vegan não fortificado 
Bloqueador H2, inibidor da bomba de 
protões 
 101 
 
 
 
 
 
… ou tomar Revolade à noite 
Em alternativa, pode considerar mais fácil tomar a medicação à noite, 
antes de deitar. Ainda que tenha de evitar lacticínios, alimentos ricos em 
cálcio ou fortificados, antiácidos e suplementos (incluindo leite adicionado 
ao café ou ao chá) ao jantar, um plano para a refeição da noite permite-
lhe ter um pequeno almoço normal na manhã seguinte. 
 
 
11 horas da 
manhã 
Refeição ligeira 
 (opcional) 
Das 3 horas da manhã às 11 horas da manhã 
evitar laticínios, alimentos ricos em cálcio ou 
fortificados, antiácidos e suplementos (4 
horas antes e 4 horas após a toma da 
medicação) 
 
Pequeno-
Almoço 
Flocos de aveia 
com água 7 horas da manhã 
Tomar a 
medicação 
Pode consumir alimentos 
com baixo teor de cálcio 
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Enquanto estiver a tomar Revolade 
Enquanto estiver a tomar REVOLADE, o seu médico pode recomendar a 
realização de vários exames, incluindo: 
 
Exames aos olhos 
REVOLADE pode aumentar o risco de aparecimento de cataratas. Por isso, 
o seu médico pode recomendar um exame aos olhos para pesquisa de 
cataratas como parte do seu exame ocular de rotina. 
 
Análises ao sangue 
Antes de iniciar o tratamento com Revolade o seu médico irá solicitar 
análises ao sangue para verificar as suas células sanguíneas incluindo a sua 
contagem de plaquetas. Terá de repetir estas análises ao sangue durante 
o período em que estiver a tomar Revolade e até 4 semanas após ter 
terminado a toma do medicamento. O seu médico irá indicar a frequência 
com que terá de efetuar estas análises ao sangue. O seu médico pode, 
também, recomendar análises ao sangue adicionais, destinadas a verificar 
que a sua função hepática e a sua medula óssea estão a funcionar 
normalmente. 
 
 
Das 17 horas à 1 hora da manhã 
evitar laticínios, alimentos ricos em 
cálcio ou fortificados, antiácidos e 
suplementos (4 horas antes e 4 
horas após a toma da medicação) 
21 horas 
Tomar a medicação 
Pode consumir alimentos 
com baixo teor de cálcio 
Jantar 17 horas  
Refeição ligeira 
 (opcional) 
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Efeitos secundários possíveis 
Esta secção aborda alguns dos efeitos secundários mais comuns que 
podem ocorrer durante o período em que estiver a tomar Revolade, bem 
como o que fazer nessas situações. Poderá encontrar informação mais 
detalhada no folheto informativo que se encontra na embalagem de 
Revolade. No diário de tratamento, encontrará um espaço para escrever 
as suas notas sobre quaisquer efeitos secundários que ocorram. Lembre-
se que deve partilhar essa informação com o seu médico. 
 
Efeitos secundários muito comuns 
• Dor de cabeça 
• Náuseas (sentir-se enjoado) 
• Diarreia 
Efeitos secundários comuns 
• Infeções do trato urinário 
Outros efeitos secundários 
• Hemorragia (após terminar o tratamento) 
• Número elevado de plaquetas 
• Risco de coágulos sanguíneos 
• Problemas hepáticos 
• Problemas com a medula óssea 
 
  
 
 
 
Os efeitos secundários são 
comuns, contudo deve 
contactar o seu médico 
sempre que se tornem 
incomodativos 
Contacte o seu médico imediatamente se algum 
efeito secundário se agravar ou tornar incómodo. 
Número de telefone 
Não páre de tomar Revolade sem antes falar 
com o seu médico  
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O que fazer em caso de ocorrência de efeitos 
secundários 
 
Nesta tabela encontra algumas sugestões para ajudar a gerir alguns dos 
efeitos secundários mais comuns de Revolade. 
Lembre-se de evitar ingerir alimentos ricos em cálcio nas 4 horas 
anteriores e posteriores à toma de Revolade. 
 
Em caso de: Experimente: 
Dor de Cabeça  Beber muita água 
 Limitar a ingestão de cafeína (por exemplo, 
café, chá e refrigerantes) 
 Evitar ingerir álcool 
 Evitar luzes intensas, níveis elevados de ruído 
e cheiros fortes 
 Informar-se junto do seu médico sobre 
medicamentos utilizados para a dor de 
cabeça 
 Tentar dormir e acordar à mesma hora todos 
os dias 
 Tentar tomar as suas refeições sensivelmente 
à mesma hora todos os dias 
Náuseas (sentir-se 
enjoado) 
 Comer antes de sentir fome 
 Comer refeições ligeiras ao longo do dia 
 Comer os alimentos à temperatura ambiente 
 Evitar alimentos muito gordurosos, muito 
doces ou condimentados 
 Beber líquidos ao longo de todo o dia 
 Comer noutra divisão da casa se o cheiro 
proveniente da confeção dos alimentos o 
deixar enjoado 
Diarreia  Beber entre 8 e 10 copos de água por dia, 
bebidas desportivas ou outros líquidos claros 
 Evitar alimentos fritos, gordurosos ou 
condimentados 
 Evitar o leite e lacticínios, incluindo gelados 
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 Comer vegetais cozinhados em vez de crus e 
descasque a fruta 
 Evitar suplementos à base de plantas, já que 
alguns podem causar diarreia 
 
 
Outros efeitos secundários 
 
Hemorragia (após a interrupção do tratamento) 
Informe o seu médico se, nas 4 semanas após a interrupção do 
tratamento com Revolade, tiver uma hemorragia ou hematoma. 
 
Elevação do número de plaquetas 
Se o número de plaquetas ficar demasiado elevado, o seu médico poderá 
ajustar a dose ou pedir-lhe que páre de tomar Revolade. 
 
Risco de Coágulos Sanguíneos 
Revolade pode aumentar o risco de desenvolver um coágulo sanguíneo. O 
risco será maior se: fumar, for idoso, tomar contracetivos, terapêutica 
hormonal de substituição ou se foi submetido a uma cirurgia recente ou 
sofreu um traumatismo físico. Deverá contactar o seu médico 
imediatamente se desenvolver algum sintoma de coágulo sanguíneo, por 
exemplo: 
 Inchaço, dor ou dor à palpação numa perna 
 Falta de ar súbita, especialmente se acompanhada por dor aguda no 
peito e/ou por respiração acelerada 
 Dor abdominal, abdomen dilatado (inchado) ou sangue nas fezes 
 
Problemas hepáticos 
Deverá contactar o seu médico imediatamente se desenvolver sinais ou 
sintomas de problemas hepáticos, por exemplo: 
 Sonolência 
 Hiperventilação 
 Tremuras nas mãos 
 Pele ou a parte branca dos olhos amarelos (icterícia) 
 Pontos brancos nas unhas 
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 Abdómen ou tornozelos inchados 
 Qualquer hemorragia ou hematoma invulgares 
 Urina de cor muito escura 
 
 
Perguntas mais frequentes 
Esta secção versa algumas das perguntas mais frequentes que possam 
surgir. Se tiver alguma pergunta cuja resposta não encontra nesta secção, 
por favor dirija-a ao seu médico. 
 
Esqueci-me de tomar Revolade, o que devo fazer? 
Tome a sua dose seguinte na hora habitual e informe o seu médico na 
próxima consulta. Não tome uma dose dupla para compensar a dose que 
esqueceu de tomar. 
 
Tomei uma dose maior de Revolade do que devia, o que devo 
fazer? 
Contacte o seu médico ou o seu farmacêutico imediatamente. Se for 
possível mostre a embalagem do medicamento ou o folheto informativo 
que o acompanha. O seu médico deve monitorizá-lo relativamente a sinais 
de efeitos secundários e assegurar-se que recebe tratamento apropriado 
imediatamente. 
 
Senti-me doente depois de tomar Revolade, o que devo fazer? 
Espere pelo dia seguinte e tome a dose habitual de Revolade à hora 
habitual. Se acontecer com frequência informe o seu médico. 
 
Comi lacticínios/produtos com minerais e tomei a medicação 
O medicamento não será absorvido corretamente pelo seu corpo. Tome a 
dose seguinte à hora habitual e anote o sucedido no seu diário de 
tratamento. 
 
O que devo fazer se engravidar? 
Se engravidar informe o seu médico de imediato. 
O seu médico poderá aconselhar sobre a melhor atitude a tomar. 
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O que acontece se os efeitos secundários forem difíceis de 
suportar? 
Fale com o seu médico se considerar que os efeitos secundários de 
Revolade são difíceis de suportar. Ele será capaz de aconselhar sobre a 
melhor maneira de os gerir. Não páre de tomar a medicação sem antes 
falar com o seu médico. Na página 18 desta brochura poderá encontrar 
algumas sugestões sobre como melhor lidar com efeitos secundários. 
 
Quando vou deixar de tomar Revolade? 
Não páre de tomar a medicação sem antes falar com o seu médico. 
Quando deixar de tomar Revolade terá de fazer análises ao sangue todas 
as semanas, durante 4 semanas, para verificar a sua contagem de 
plaquetas. 
 
O que devo fazer com o Revolade que sobrar ou com prazo de 
validade expirado? 
Não use Revolade cujo prazo de validade impresso na embalagem e no 
blister tenha expirado. Se sobrou Revolade ou se o prazo de validade 
expirou, deve perguntar ao seu farmacêutico como o eliminar. O 
medicamento não deve ser eliminado na canalização ou juntamente com 
o lixo doméstico. 
 
 
Notas 
 
Utilize esta secção para tomar notas ou registar aspetos 
importantes que o seu médico lhe referir. 
 
_____________________________________________________
_________________________(…)_________________________ 
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O seu diário de tratamento 
 
Informação do Doente 
Nome: 
Morada: 
Telefone/Telemóvel: 
Data de Nascimento: 
Contacto de emergência: 
Informação sobre o médico e sobre o hospital 
Nome do médico: 
Nome do enfermeiro: 
Morada: 
Número de Telefone: 
Morada do Serviço de Hepatologia: 
Telefone do Serviço de Hepatologia: 
Este é o seu diário de tratamento pessoal, onde pode registar 
quando tomou Revolade, a dose que tomou e anotar as suas 
consultas e quaisquer efeitos secundários que sinta. Deve 
partilhar esta informação com o seu médico. 
 
Como utilizar o diário de tratamento? 
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Registe aqui a hora a que habitualmente toma a medicação 
O seu médico deve registar aqui a dose que deve tomar 
Assinale na caixa para se lembrar que tomou a medicação 
Registe aqui quaisquer efeitos secundários que sinta ou 
marcações de consultas. 
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Semana 1 (repetir até Semana 47) 
 
     
 Hora:............................... 
     
 Dose:............................... 
 
   REVOLADE     NOTAS 
 
Segunda-feira                      ....................................... 
 
Terça-feira                            ....................................... 
 
Quarta-feira    ....................................... 
 
Quinta-feira    ....................................... 
 
Sexta-feira    ....................................... 
 
Sábado     ....................................... 
 
Domingo    ....................................... 
 
 
 
